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MG PAU

Lymphom 13 nhitng bénh 1y 4c tinh do sy ting sinh khong kiém so4t
dudc cda cic t&€ bao dong lymphd. Bénh 1y nay c6 thé x3y ra & hach
lympho (lymphdm tai hach), ciing c¢6 thé phdt sinh & nhitng mo lymphd
ngoai hach (lymphdm ngoai hach). Lymphdém dugc chia 1am 2 nhém chinh:
lymphom khéng Hodgkin va lymphdm Hodgkin. Trong dé, cdc lymphdm
ngoai hach chi€m khodng 25% - 50% céc lymphom khong Hodgkin, va
khoang 2% - 5% cac lymphém Hodgkin[3]. Theo ghi nhén tai bénh vién
Ung bu6u TP. HS6 Chi Minh, nim 2010, lymphom x&p hang thi 10 trong 10
loai ung thu thudng gip, v6i xudt do lymphom khong Hodgkin khodng
2,9/100.000 dan, va bénh Hodgkin 1a 0,3/100.000 dan[3]. Theo Hoc vién
Nhin khoa M§[29], tdn suit mic bénh clia lymphdm khong Hodgkin hoc
mit ting dan mdi nim. Tai Pan Mach, theo Sjo (2008)[125], tan suat mic
bénh lymphdm & hdc mit ting nhanh trong thdi gian tir 1980 d&én nim 2005
voi ty 1€ trung binh 3,4%/nam.

Lymphdm h&c mit c6 cdc triéu chitng 14m sang ciing nhu hinh 4nh
hoc khong dic hiéu, can chian dodn phan biét véi mot s6 bénh 1y khac & hdc
mit, nhv u gid do viém, viém t6 chifc hdc mit, ting sdn mo lymphd lanh
tinh[29],[351,[58],[86],[155]. Chan dodn gidi phau bénh, gitip xdc dinh loai
tdn thuong moé hoc, va phan loai md hoc clia bénh, ciing thudng gip nhiéu
khé khin. Sy phét trién trong chian dodn gidi phiu bénh hoc hod mo6 mién
dich da gitp xdc dinh d& dang hon, chinh xdc hon ngudn gdc va loai t€ bao

ton thuong, va giip phan loai lymphom chinh xdc theo bang phan loai



REAL/WHO. Hién nay, c6 khodng 70% - 80% cdc u lymphd & hoc mit
dudc chian doan 1a lymphom duwa trén cic diu chi bé mit t&€ bao don
dong[29].

So véi cdc loai ung thu khéic, lymphom 1a mdt trong nhitng bénh c6
nhiéu két qua diéu tri khd tot, ngay ca trong giai doan mudn clia bénh[29],
[35],[58],[145]. Trong d6, yéu t& phan loai m6 hoc déng vai trd quan trong
trong Iwa chon phic dd diéu tri va tién lugng bénh. Hon nita, da s6 cdc
lymphom & h6c mit thudc nhém c6 grade mod hoc thap (d6 4c thap) ddp tng
tot vdi diéu tri xa tri tai chd, cling nhu v6i hod tri don thuan, va c6 tién
lugng tot n€u dudc chan dodn sém dude bénh[29],[35],[58].

Trén thé gidi, nhiu dé tai nghién cttu vé dic di€m l1am sang, cin 1am
sang, gidi phiu bénh thudng quy va hod mdé mién dich, va diéu tri cic
lymphom hd&c mit theo phan loai REAL/WHO. Céc nghién cttu nay cho
thdy gidi phAu bénh hod m6é mién dich khong don thuan nhim muc dich
chin doan bénh, ma con 14 mot trong nhitng yéu t6 huéng din diéu tri va
tién lugng bénh. Tai Viét Nam, c6 mdt s6 dé tai nghién ciu vé dic diém
l1am sang, gidi phAu bénh thong thudng va hod m6é mién dich, di truyén cida
lymphom tai hach & tré em va ngudi 16n, ciing nhu lymphdm ngoai hach néi
chung hoic & dudng ti€u hod ndi riéng[1],[2],[41,[5],061,[71,[8]1,[9],[14],
[15],[16],[18]1,[19]. Tuy nhién, chua c6 dé tai nao nghién cttu chuyén siu
vé lymphdm & héc mit dua trén phan loai REAL/WHO. Do d6, ciu hdi
nghién citu ciia dé tai nay 12 "Pic di€m ctia lymphdm hoc mit theo phan
loai REAL/WHO va két qud diéu tri cda cdc nhém lymphdm nay nhu thé

nao?".



MUC TIEU NGHIEN CUU

1. X4c dinh cdc yéu t6 dich t&, bi€u hién 1am sang, cin 1am sang,
phan loai, giai doan bénh va cdc yéu t6 tién lugng clia lymphom hdc mit.

2. Phan tich két qua diéu tri ban diu clia lymphom hdc mit, va cédc
y&u t6 dnh hudng dén k&t qua diéu tri ban dau.

3. Phan tich két quéa s6ng con todn bo va song con khong bénh 3 nim

cla lymphom hdc mit, va cic yéu t6 dnh hudng dén cac két qua nay.



CHUONG 1: TONG QUAN TAI LIEU

1.1. LYMPHOM HOC MAT
1.1.1. Pai cuong:
1.1.1.1. So lugc gidi phdu hoc mdt:

Hoc mit 1a mot khodng khong gian gidi han gitta cac xwong héc mit,
c6 hinh thdp cé dinh huéng ra sau, chita nhan cau va cdc phan phu (co van
nhan ngoai, cidc ddy thin kinh, m& va cdc mach m4u). Héc mit dudc ciu
tao tir by xuong: xuong tran, xuong budm, xucng ham trén, xuong go ma,
xuong 1&, xuong khau cdi va xuong sang. Cac xuong nay lién két thanh bon
thanh: thanh trén (trdn hdc mit), thanh trong, thinh dudi (sin hdc mit) va
thanh ngoai. C4c thanh héc mét bi mat lién tuc & ba khe va 16: 10 thi, khe
h&c mit trén va khe hdc mit dudi, 1a ndi d€ cdc than kinh va mach mdu di
ra va di vao hoc mit. Hoc mit c6 mdi twong quan gidi phiu vdi cdc ciu triic
khdc trén hop so gdm hd so truSc, xoang trdn (thanh trén), hd so giifa
(thanh ngoai), xoang ham (thanh dudi), va xoang sing, xoang budm, hoc
miii, va hdc khi sang (thanh trong).

Cic md va td chiic trong hdc mat gdbm: than kinh thi, cdc cd van
nhan, md md hdc mit, cdc than kinh ngoai bién (II, IV, VI), cdc than kinh

cdm gidc, tuyén 1€, hé thong mach mdu va mo lympho (Hinh 1.1).



Hinh 1.1. Mit cit trdn (60m) clia hoc mit phdi & viing hau ciu (2,1mm sau
nhan cau). /, Xuong trdn; 2, C4nh 16n cla xuong budm; 3, Xuong gd m4; 4,
Xuong ham; 5, Xuong sang; 6, Co nang mi trén; 7, Cd truc trén; 8, Ca truc
ngoai; 9, Cd truc duéi; 10, Co tryc trong; 11, Co chéo trén; 12, Tinh mach

mit trén; “Nguon: American Academy of Ophthalmology, 2014-20157[29].

1.1.1.2. Dqi cuong vé lymphom:

Lymphom 1la nhitng bénh 1y 4c tinh khong dong nhat cla cdc dong
lympho bio, c6 thé x4y ra tai hach (lymphom tai hach), ciing c6 thé phat
sinh & nhitng m6 lymphd ngoai hach (lymphém ngoai hach). Dya vao md
hoc ¢6 hay khong c6 t€ bao Reed-Sternberg, lymphdm dudc chia thanh 2
nhém chinh 1 lymphém khong Hodgkin (khong c6 t€ bao Reed-Sternberg),
va lymphom Hodgkin hay bénh Hodgkin (c6 t& bao Reed-Sternberg). Cic



lymphdm ngoai hach néi chung chi€m khodng 25% — 50% tdng s6 cic
lymphém khong Hodgkin; trong khi d6, chi khodng 2% - 5% tdng sO cic
lymphom Hodgkin xuit hién ngoai hach. Theo y vin va cdc nghién ctu,
phan 16n cdc lymphdm ngoai hach xuit hién & dudng tiéu hod, ti€p theo la
& da, vong Waldeyer, hé than kinh trung wong, cdc tuyén nudc bot, hdc
mit, phdi, xudng, mili Xoang, tuyén gidp, tuyén tién liét, tuyén vi, va cdc

noi khéc[3],[29],[351,[58],[70],[86],[145],[155].

1.1.2. Dich té hoc:

Theo cic nghién cifu, lymphdm hdc mit chi€ém khoang 2% - 5% tong
s0 céc trudng hgp lymphom, va khodng 5% - 15% céc trudng hgp lymphom
ngoai hach[29],[35],[58],[155]. Theo Yanoff[155], khodng 2% céc
lymphom ngoai hach x4y ra tai h6c mit. Tai bénh vién Chg Ray[8], nim
2004, c6 1% lymphdm ngoai hach xuit hién & h6c mit. Trong d6, lymphom
khong Hodgkin chi€m uu th€ tuyét doi, lymphom Hodgkin rdt hi€m xuit
hién. Trong nim 1989, Jakobiec dd néu 1én 1 ca duy nhat bi lymphom
Hodgkin h6c mit trong mot khdo sit kéo dai 10 ndm, v 2 ca dudc néu
riéng 1é trong y van cda Fratkin (1978), Patel va Rootman (1983)[80]. Sau
do, rai rac tr 1993 dén 1999, ¢6 bon (04) bdo cdo ca 1am sang ting trudng
hdp riéng 18 vé lymphdém Hodgkin hdc mit cia Park va Goins (1993),
Sahjpaul (1996), Gross (1998), Klapper (1999). Nim 2008, nghién cifu hoi
citu 115 ca lymphom hdc mit va phin phu tif nim 1971 dén 2004 cda
Lagoo[89] cho thdy chi ¢6 1 ca 1a lymphom Hodgkin. Do d6, trong nghién

cifu nay, chiing toi chi dé cAp d&én lymphom khong Hodgkin & hdc mit.



Tai hoc mit, lymphdm 12 mot trong nhitng loai u thudng gip nhat. Ty
1€ nay khdc nhau tuy theo cdc nghién cttu va y vian. Theo Hoc vién Nhan
khoa M¥ (2014)[29], céc u nay chi€ém khoang 20% tong so cic loai u & hoc
mit. Theo Bardenstein[35], lymphom hoc mit chi€m khodng 6% - 8%.
Theo Esmaeli[58], c6 10% u hoc mit 12 lymphom, va chiém 40% - 60%
cdc u c¢6 ngudn gdc md lymphd & hdc mit. Tai bénh bién Mit TP.HCM,
trong 5 nim (1999 — 2003), lymphom chiém ty 1& cao nhit (34%) trong cic
u hdc mit & ngudi 16n[12].

Ty 1& mic bénh hang nim cia cdc lymphom dong B (loai lymphdm
thudng gip nhat) thay ddi tir 15/100.000 ngudi & My va cic nue chau Au,
cho dén khodng 1,2/100.000 ngudi & Trung Qudc[3]. Trong nhitng thap
nién gan diy, ty 1&é mdc bénh hang nim ting dian 3% - 4% mdi nim[3].
Trong dé, ty 1&é mic bénh hing nim cta lymphom hdc mit va phin phu cé
muic d ting cao nhat, 1én dén 6,5% mdi nim[125]. Tai Pan Mach, theo
Sjo[125], tAn sudt mic bénh lymphdm & hdc mit ting nhanh 3,4% moi nim
trong thgi gian 1980 — 2005.Ty 1€ nay ting cao song hanh véi viéc giam ty
1é chan dodn nham nhd Gng dung clia cdc chan dodn sinh hoc phan tit. Theo
Hoc vién nhin khoa M§[29], khodng 90% cdc chin dodn ting sin mo
lympho lanh tinh c6 dic di€ém ting sinh don dong cia t&€ biao lymphd
(lymphdm) dva trén hod mo6 mién dich va di truyén phan ti.

Lymphom h&c mit da s xuat hién & 1ita tudi trén 50 (50 — 70 tudi).
Céc y viin va cdc nghién cttu cho thdy khong c6 sy khdc biét trong phan bd
bénh theo gidi tinh. Tuy nhién, c¢é su phan bd khac nhau theo tudi va gi6i &
mot s6 loai lymphom nhu lymphdm loai lympho bao thudng x4y ra & ngudi

gia, lymphdm loai nguyén bao lymphdm thudng x4y ra § nam gidi tré,



lymphém dang ndt thudng gip & tudi trung nién, va lymphdm Burkitt
thudng xdy ra G tré em[28],[29],[35],[45]1,[58],[120],[155].

Vé mit dién ti€n cla bénh, cdc lymphom hoc mit thudng duge cho
rang hi€m c6 bi€u hién lymphom toan thin, nhung nhitng nghién cttu gan
day, theo ddi trong mot thdi gian dai, cho thdy it nhat 50% s6 bénh nhan sé&
c6 bi€u hién lymphdm toan than sau 10 nim, va ty 1& s6ng con 5 nim clia
lymphom dang MALT & hdc mit va phan phu clda mit cao hon nhitng
nghién ctru trude kia, véi su gia ting ty 1€ t& vong cia nhém cac lymphom
hdc mit d6 dc cao[33]. Cdc lymphom dang MALT c6 thé ty thodi trién tam
thdi trong khodng 5% - 15% céc trudng hop[26]. Tuy nhién, ciing c6 thé
chuyén d6i dang md hoc thinh mot lymphom dién ti€n nhanh, thudng 1a
dang t€ bao 16n. Nhitng chuyén dang nay xay ra & khodng 15% - 20% céc
trudng hop, thudng sau vai nim, va khong lién quan dén diéu tri. Ngudc lai,
cdc lymphdm @06 4c trung binh va cao thudng phat trién nhanh, va c6 thé ti

vong trong vong vai thing néu khong diéu tri[29],[36],[58].

1.1.3. Sinh bénh hoc:

Ti€n bd 16n nhat trong nghién citu sinh bénh hoc cida lymphdm ciing
nhu phan loai lymphdm déu dua trén nhitng diic di€m mién dich cta cdc
d4u 4n bé mit ciing véi dic di€m di truyén phan t cla ciac lymphd bao.
Pi€m khéc biét chinh véi cdc loai budu khdc 1a sinh bénh hoc, chan dodn
va phan loai lymphom dya trén bénh hoc mién dich va sinh hoc phén ti.

Moi lién hé giita cdc giai doan phét trién ctia cdc dong lymphd bao
va loai lymphdm dugc xdc dinh dya trén gidi phdu bénh hod md mién dich.

Céc u c6 thé phit trién tir cdc t€ bao trung tAim mAm (lymphdm dang nang),



céc t€ bao 40 nang (lymphdm t€ bao 40 nang), hoic cic t&€ bao B nhd
(lymphdm dang MALT). T4t c4 cdc dang lymphom déu xuit phat tif nhitng
sai 1éch trong qud trinh trudng thanh ty nhién clia cdc dong lympho bao do
viing gen thu thé khiang nguyén chuyén nim canh viing gen sinh ung, gy
mat diéu hoa clia gen sinh ung; hoiic cdc protein clia gen sinh ung dugc
hinh thanh do sy két hgp giita hai doan gen kh4c nhau[60],[68],[79],[105].
Dot bién chuyén doan nhiém sic thé dudc mo ta trong 90% cic trudng hop
lymphom toan than, con & lymphdm hdc mit ty 1€ nay thdp hon (Bang 1.1).
Bang 1.1. C4c dot bi€n gen sinh bénh ctia mét s6 lymphém thudng gip
¢ ho'c mit[60],[68],[79].

Loai lymphom Pot bien NST | Bi€u hién gen | Ty 1é xui't hién
t(11;18)(q21:q21) | MALTI1-AP12 | 30% - 50%
; t(14;18)(q32:q21) | MALT1-IgH 38%
Lymphom MALT t€ bao B
t(1;14)(p22:q32) | bell0-IgH
t(1;2)(p22:p12) bcl10-IgK
Lymphdém dang nang t(14;18)(q32:q21) | bel2-IgH 85%
Lymphom t€ bao 40 nang t(11;14)(q13:q32) | bell-IgH 60% - 70%
t(3;14) bcl6 30% — 35%
Lymphom lan tda t&€ bao B 16n | t(14;18) 20% - 25%
t(8;14) hi€m gip

Pa s8 cdc nghién cttu cho thay hién tugng sai 1éch xdy ra trong qud
trinh ddp ¢ng ty nhién cla cdc lympho bao vé6i cdc hién twgng viém nhiém
X4y ra trong co thé. Mot sd nghién citu cho thdy cé sy hién dién cla
lymphoém trong cdc tinh trang kich thich khdng nguyén man tinh, hodc cdc

bénh 1y nhiém tring, suy gidm mién dich va t¢ mién. Ching han trong
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lymphom dang MALT & hoc mit, cdc nghién cttu thdy cé sy bat thudng
DNA do cic tdc nhan nhiém trung nhv Chlamydia pstittaci va Helicobacter

pylori [31],[55],[119],[157].

1.1.4. Pic di€m lam sang va can lam sang:
1.1.4.1. Cdc dic diém lam sang:

Céc bi€u hién 1am sang thudng gip cia lymphom hdc mit bao gdm u
h&c mit (60% - 100%), 16i mit (24% - 80%), song thi (15% - 55%), sup mi
(10% - 20%). Ngoai ra, thinh thodng gip cdc bi€u hién khac nhu phu két
mac — mi, s¢ 4nh sdng, chdy nuéc mit, x6n com, dau nhic, ... Gidm thi luc
rat hi€m gip, khi than kinh thi bi x4n 14n hoic chén ép[30],[58],[701,[90].

Bi€u hién u héc mit c¢6 thé xuat hién & mi mit, hoic & két mac nhin
ciu (Hinh 1.1). U biéu hién & két mac di€n hinh 12 mdt khdi mau dé hong
giong mau thit c4 hodi; con bi€u hién & mi mit 13 cdc khdi chic, bé miit
lang, di dong, 4n thut vao hoc mit néu khong xam 14n vao cdc mo xung
quanh. Pa s6 1a mot khoi don doc, khu trd trong hoc mit, hi€ém khi gdm
nhiéu khdi rdi rdc quanh hoc mat[30],[38],[671,[97],[148].

DA4u hiéu 16i mit x4y ra khi u kich thuéc 16n nim & viing hdc mit sau,
hoic lan ra hoc mit sau[30],[38]. Loi mit c¢6 thé thing truc hoic 1éch truc
tuy theo vi tri, va kich thu6c cta khoi u (Hinh 1.2).

Song thi it gip & nhitng trudng hop hoidc 16i mit qud mic, hoic u
thAm nhiém vao cdc co van nhdn giy han ch€ van nhin titng huéng hoic

toan bo cdc huéng.
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Hinh 1.2. Triéu ching 1Am sang cta lymphom hdc mit. Phdi, Lymphom &

M J pd '/() A N k M M A M N ~ /} A
hai mat c6 bi€u hién phu né nhe mi hai bén, sup mi, va nhan cau I€ch nhe
. 2yt X A ~ < e R cA ~, A
xudng dudi; Trdi, Lymphdm hoéc mat ¢6 bi€u hién & két mac. "Nguon:

Konrad H., et al., 2006"[86].

Tuy nhién, cdc triéu ching nay khong dic hiéu cho lymphom héc
mit, khong gitip phan biét véi cdc loai u hdc mit khac, ciing nhu vdi biéu

hién ting san lanh tinh cda mo6 lympho & hoc mat[67].

1.1.4.2. Cdc ddic diém cdn lim sang:

Chan dodn hinh dnh hoc ddi véi lymphdm & hc mit tuong tu cic u
héc mit khic, dua vao siéu &m B hoc mit va CT scan/MRL

Siéu Aam B gidp xdc dinh vi tri khoi u trong hoc mét, va mdi tuong
quan ctia khéi u véi cdc cdu tric xung quanh nhu thanh nhidn cau, cd van
nhan. Han ch€ clia siéu Am B 1a rat khé quan sat duge toan bo khdi u, nhat
12 nhitng u nim sdt thanh xuwong héc mit, hodc u 16n lan tda, va lan ra viing
dinh hoc mit. Lymphom héc mit ¢6 phdn Am kém, mat do déng nhit, 6m

theo thanh nhin cau[30],[36],[58],[70],[155].
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Hinh 4nh cia lymphom trén CT scan c¢é dang khdi ddm dd cao, dong
nhat, ting quang nhe. Khi nim sit cdc md c6 ddm dd cao hon nhu thanh
nhin ciu, than kinh thi, v cdc thanh xuong, khdi u c6 gi6i han 1 rét, nhu
om sét (dic khudén — molding sign) theo thanh nhin cau, than kinh thi va
thanh xuong, rat hi€ém khi c¢6 xAm 14n than kinh thi v hiiy xuong (Hinh
1.3). Tuy nhién, rat khé phan biét gigi han clia u véi cic mo c6 dam do

twong duong nhu co van nhan. Khi c¢6 bi€u hién lan rong, gidi han cla u

khong déu, hoi md[36],[58],[67],[701,[86],[145],[155].

Hinh 1.3. Hinh anh CT scan cda lymphom héc mit. Phdi, O 14t cdt truc,
khoi u hdc mit trén dim dd dong nhat, lan tod, gidi han kha rd, 6m sat
thanh nhdn ciu, cd van nhin, va thanh xuong hdc mit, khdng c6 dau huy
xuong; Trdi, L4t cit truc thiy ton thuong lymphdm hai bén nim & hdc mit
trudc, va lymphom & tuyén 1& trdi. "Nguon: Konrad H., et al., 2006"[86).
Trén MRI, u ¢6 ddm dd kém hon so véi md hdc mat, va dam do
twong duong véi ndo trén phim T1, c6 dau hiéu ting quang nhe. U ¢6 gidi

han, tuong tu nhu trén CT scan, rd so v6i cic md xung quanh (Hinh 1.4).
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Hinh 1.4. Hinh 4nh MRI cta lymphém hdc mit trai cho thdy khéi u trén

trong hdc mit dim d6 dong nhit, giGi han rd, dm theo thanh nhidn cau va
thanh xuong hoc mit. Trdi, phim T1. Phdi, phim T2. "Nguon: Xian J., et al.,
2010"[153].

Tuy nhién, cic d4u hiéu trén chin doan hinh anh hoc khong dédc hiéu
trong chin do4dn lymphdm héc mit. Trong tit cid cdc nghién ctu, CT
scan/MRI dugc dung v6i muc dich chinh 1a x4c dinh vi tri dé€ sinh thiét u,
x4c 1ap huéng xa tri, theo doi ddp tng diéu tri[52].

1.1.5. Chédn dodn phadn biét:

Vé6i cic dic di€ém lam sang va hinh anh hoc khong dic hiéu,
lymphém h&c mit thudng dugc chin dodn phan biét v6i cdc bénh sau:
1.1.5.1. U gia do viém (Inflamatory pseudotumor):

U gid do viém la tinh trang viém man tinh khong dic hiéu v6 cén.
Céc bi€u hién 1am sang c6 thé xuit hién dot ngdt, cap tinh vSi dau hiéu 16i
mit dau nhitc kém rdi loan van nhin, sung d phil mi; hoic xuat hién véi
khdi u don doc khu trd hoidc lan tod[23],[43],[66],[136],[149],[153],[155].

Trén CT scan va MRI, c6 thé thiy cic khoi u gid lan tod c6 ting dam

dd do tinh trang ting tudi mau clia phan tng viém, kém cé thé bi€u hién
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phil md xung quang va ting kich thudc cdc cd van nhdn. Néu c¢6 hinh 4nh

chén ép cdc mo 1an can va diu huy xuong, rat khé d€ chdn dodn phan biét

u gid do viém véi cac bénh 1y u tin sinh & hdc mit.

Hinh 1.5. Hinh 4nh CT scan cda u gid do viém & hdc mit trdi. "Nguon:

Chaudhry LA, et al., 2008"[43].

Chan dodn gidi phiu bénh clia u gid do viém thudng dya trén hinh
dnh mo c6 thAm nhiém cdc dong bach ciu da nhin, va cdc dong lymphd
bao & giai doan sém, hoic & giai doan tién trién, thay c6 sy hinh thanh cic

nang lympho, va t

_— P —
b e A e

Hinh 1.6. Hinh 4nh gidi phAu bénh cda u gid viém cho thdy hinh dnh thAim
nhiém lympho bao va ting sinh md sgi (HE, x100, x400). "Nguon:
Chaudhry LA. et al., 2008"[43].
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1.1.5.2. Tang san mé lympho lanh tinh:

Pay 12 mot phdn ng lanh tinh cda mo lymphd, gdbm da dong t& bao,
c6 biéu hién 1am sang rat giong v6i lymphom. Theo thong ké tai bénh vién
Mit TP.HCM, ting san md lympho lanh chi€ém khodng 11% tdng sd cédc u
h&c mit trong 5 nim (1999 — 2003). Tan suat xuit hién bénh xdy ra nhu
nhau & ca hai gi6i, va thudng x4y ra & Iita tudi trung nién (sau 40 tudi)[12].

Trén 1am sang, nhitng u dang nay rat khé phan biét v6i cdc lymphom
4c, va c6 thé 1a bi€u hién ctia lymphdm t€ bao B. Bénh c6 bi€u hién nhu
mot ton thuong viém man tinh khong r6 nguyén nhan, thudng x4y ra & mot
bén, nhung ciing c6 thé & hai bén. D4u hiéu 1am sang ¢ thé gip 1a u hoc
mat, 16i mit, phit mi, sung né héc mit, va han ch& van nhin. Céc bi€u hién
hinh 4nh hoc (CT scan va MRI) ciing rat giong clia lymphdm 13 khéi u c6
dam d6 déng nhat lan tod hoic khu trd, gidi han kh4 rd, dm st (ddc khuon)
quanh nhin cu, cic m6 xung quanh va céc thanh xuong, khong ting dam
do v6i thudce cdn quang[23],[43],[66],[134],[149],[153],[155].

Vé mit gidi phdu bénh hoc, ting sdn mo6 lymphd lanh tinh c6é thé
xuat hién dudi cac dang sau[23],[43],[66],[85],[101],[133],[153],[155]:

- Phédn Gng tdng sdn nang

- Phan tng ting san xoang

- Phdn tng ting sdn ving cin vd

- Phén tng ting sén hon hop.
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Hinh 1.7. Hinh 4nh gi4i phdu bénh cia ting sdn mo6 lymphd lanh tinh. Hinh
dnh thAm nhiém va ting sinh da dong t&€ bao lympho va cdc nang lympho
cla ting sin mo lympho lanh tinh (HE x100). CD20+, nhudm ho4 mo6 mién
dich lympho bao dong B; CD3+, nhudm hod m6 mién dich lymphd bao
dong T. "Nguon: Eagle R.C., 2008"[65].

Céc tiéu chudn chin dodn cla ting sin mod lympho lanh tinh:

- Vung tdn thuong c6 da dong t&€ bao viém, nhu céc t€ bao lymphd,
twong bao, md bao, va bach ciu da nhan.

- Céc nang lympho c6 trung tdim mam, cé thé c6 hién tugng phin bio
x4y ra gidi han trong trung tdm mam. Thudng thiy cdc nang lymphd phin
ttng xen ké v6i cdc cau triic lymphd binh thudng.

- Khong c6 hién tugng bié€t hoa.

- C6 céc biéu hién cda hién tugng viém nhu t€ bao dang tudng bao,

thé Russel, hién tugng thAm nhiém mao mach vdi cdc t€ bao ndéi mo bi phul.
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1.1.6. Pic di€m giai phadu bénh va phan loai:

Trong khi, cdc tri€u chitng 14m sang va hinh dnh hoc khéng cho phép
chdn dodn x4c dinh, gidi phdu bénh thudng quy va gidi phiu bénh hod mo
mién dich cho phép chin dodn chinh xdc lymphdm dua trén hinh thii hoc
va mién dich phan tit ctia t€ bao[3],[10],[11],[201,[691,[741,[79],[117].

Céac mau xét nghiém gidi phiu bénh cia lymphém hdc mit c¢é thé
dugc 14y tir sinh thi€t m& (biopsy) hoic sinh thiét choc hiit bing kim nhd
(FNAB). Sinh thi€t m& dugc lwa chon nhiéu hon vi tinh chinh x4c cao khi
14y mAu (18y tring md u can 1dy), va cho két qua ciing c6 do chinh xdc cao
hon, nhung c6 nhugc di€m la giy sang chan 16n (vét md, dudng md) cho
ving mi hdc mit. Trong khi d6, FNAB 14y mau nhanh, sang chan it, nhung
dod chinh x4c khong cao khi 14y miu, nhit 13 cdc miu nim siu trong hdc
mit, va khong s cham dugc.

Trong d6, gidi phdu bénh hod m6 mién dich c6 wu thé trong viéc xdc
dinh ngudn gdc u md lymphd nhd khang nguyén LCA, chian dodn phan biét
ting sdn phan tng lanh tinh cda mod lymphd va lymphdm, dong thdi nhudm
hod md mién dich cdc khdng nguyén bé miit clia cdc dong t€ bao lymphd,
mic di khong ddnh gid tuyét doi didc tinh don dong ctia lymphom, c6 kha
ning giip chin dodn vd phin nhém lymphdém theo bing phin loai

REAL/WHO[13],[56].

1.1.6.1. Phdn loai lymphom khong Hodgkin:
T nam 1832, Thomas Hodgkin mo td nhiing bénh nhin dau tién
dugc xem 12 bi bénh lymphom véi thuit ngit “bénh tuyén hdp thu”. Dén

niam 1845, Rudolf Virchow st dung thudt ngt “lymphdsarcém” cho bénh
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lymphom. Va dén 1871, Theodore Billroth dé xuat st dung tit “lymphém
dc”. Ti€p theo sau dé, cing vé6i su phét trién clia khoa hoc k¥ thuat, cic
phét hién mdi trong md td hinh thdi hoc t&€ bao cia bénh lymphdom da gitip
nang sy hi€u biét ciing nhu cu thé héa tirng phan nhém ctia bénh lymphom.

C6 rat nhiéu bang phan loai da dugc sit dung cho dén nay, nhung chi
c6 mdt vai bang dudc st dung rong rdi nhu bang phin loai Rappaport
(1966), bang phan loai Kiel (1974), bdng phan loai Lukes — Collins (1975),
bang phén loai thuc hanh (Working Formulation — WF)(1982). Tuy nhién,
cdc bang phan loai nay chli yéu hoic chi trong dén chin dodn phan loai
theo gidi phau bénh (bdng Rappaport, bang Kiel), hodc chi trong dén tién
lugng va diéu tri (bdng phan loai thuc hanh — WF). Do d6, cdc bdng nay
khong dudc st dung thong nhit trén th€ gidi, ma thudng st dung cho ndi bd
khu vuc nhu bang Rappaport va bang phan loai thuc hanh dung & My, bang
Kiel dung & chau Au[69],[741,[751,791,[871,[101],[102],[106].

Nim 1994, hoi nghi Lymphdm qudc t€ & Berlin, Pic da dé nghi bing
phan loai méi REAL (Revised European — American Lymphoma
Classification — Phan loai lymphom Au — My da diéu chinh). P&n nim
2001, TG chic Y t&€ Thé gigi (WHO) da chap nhan, diéu chinh, bd sung, va
dua ra bang phén loai toan dién hién dai dya trén bang phin loai REAL goi
12 bang phan loai REAL/WHO. Bang phan loai nay dua trén sy tong hdp
nhiéu yé&u t6 nhu dic di€m 1am sang, dic di€ém hinh thdi, dic diém mién
dich, dic di€m di truyén, va dic di€m dién ti€n cda bénh. Trong dé, yé&u t&
hinh thdi hoc t€ bao vin déng vai trd quan trong, va 1a yéu t6 quyét dinh
trong mot s6 phan nhém; cdc yé&u t& mién dich, di truyén, hinh dang cling

c6 vai tro chinh trong mot s6 phan nhém. Do d6, bdng nay gitdp cho cdc bic
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s 1am sang chan dodn, diéu tri, va tién lugng tot hon ddi véi titng loai bénh.
Qua bdng phan loai nay, WHO dd nhdn manh ring mdi loai lymphém c6
mdt bi€u hién 1am sang riéng biét, va cin dugc diéu tri nhu mot bénh riéng
biét, chit khong dya trén nhém 1am sang (vi du: lymphom do 4c thap, trung
binh, hay cao, v.v...)[69],[74],[79],[87]. Cho dén nay, bdng phan loai
REAL/WHO di dudc hau hét cdc qudc gia trén thé gisi st dung, va dudc
cip nhat vao nim 2008 (Bang 1.2).

Bang 1.2. Bang phan loai REAL/WHO (2008) cua lymphém khéong
Hodgkin[79].

TAN SINH TIEN LYMPHO TE BAOB VA T

Bénh bach cAu/ Lymphdm tién nguyén bao lympho B

Khong dédc hiéu

C6 chuyén doan t(9;22)(q34;q11.2), BCR/ABL

C6 chuyén doan t(v;11q23); tdi sip xé€p MLL

Co chuyén doan t(12;21)(q13;922); TEL/AMLI1 (ETV6-RUNX-1)

Cé6 da boi

C6 thi€u boi

C6 chuyén doan t(5;14)(q31;q32)(IL3-IGH)

Co chuyén doan t(1;19)(q23;p13.3); (E2A-PBX1;TCF3/PBX1)

Bénh bach cAu/ Lymphdm tién nguyén bao lympho T

TAN SINH TE BAO B TRUGNG THANH

Bénh bach cAu man lymphd bao B/ Lymphdm loai lymphd bao nhd

Bénh bach ciu tién lympho t& bao B

Lymphom ving ria cta lach
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Bénh bach ciu t& bao téc

Lymphdm/Bénh bach ciu lach, khong thé xép loai

Lymphom t€ bao B nhd ving tuy dé lan toé cta ldch

Bénh bach ciu t&€ bao téc da dang

Lymphdm lympho — tuong bao

Waldenstrom dai globulin huyét

Bénh chudi ning

Bénh chudi ning alpha

Bénh chudi ning gamma

Bénh chudi ning mu

Pa u tuy tuong bao

U tuong bao don doc clda xuong

Lymphom ngoai hach vung ria cia MALT

Lymphdm vung ria hach

Lymph6m vung ria hach G tré em

Lymphdm dang nang

Lymph6ém dang nang & tré em

Lymphom trung tim nang nguyén phat & da

Lymphdm t€ bao 40 nang

Lymphdm lan tod loai t&€ bao B 16n, khong dic hiéu

Lymphom t€ bao B 16n giau t€ bao T

Lymphom lan tod t€ bao B 16n nguyén phat clia hé than kinh trung wong

Lymphom lan tod t€ bao B 16n nguyén phét & da

Lymphom lan tod t€ bao B 16n nguyén phét, EBV(+) clia ngudi gia
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Lymphom lan toa t€ bao B 16n két hgp viém man tinh

Bénh u hat dang lymphd

Lymphdm lan toa loai t& bao B 16n nguyén phat & trung thit

Lymphdm lan to4 t€ bao B 16n ndi mach

Lymphdm lan toé t€ bao B 16n ALK(+)

Lymphom nguyén tuong bao

Lymphdm lan toa t&€ bao B 16n § bénh Castlemam da 6 két hgp nhiém

HHVS

LymphOm tran dich nguyén phat

Lymphom Burkitt

Lymphdm t& bao B, khong thé x&p loai, vdi dic di€m trung gian giita

lymphom lan tod t&€ bao B 16n va lymphom Burkitt

Lymphdm t& bao B, khong thé x&p loai, vdi dic di€m trung gian giita

lymphom lan tod t& bao B 16n va bénh Hodgkin cd dién

TAN SINH DONG TE BAO T VA TE BAO DIET TU NHIEN

Bénh bach ciu tién lymphd bao t€ bao T

Bénh bach ciu lympho bao 16n ¢6 hat t&€ bao T

Bénh 1y ting sinh lymph6 man cta t€ bao diét ty nhién

Bénh bach ciu t& bao diét tv nhién dién ti€n nhanh

Bénh ting sinh lympho bao T toan thin EBV(+) G tré em

Lymphdm gidng thé bénh ddu mia béng nudc

Bénh bach cAu/ Lymphdm t&€ bao T & ngudi 16n

Lymphdm ngoai hach t&€ bao T/ t&€ bao diét tw nhién, ki€u miii

Lymphom t€ bao T k&t hgp bénh 1y ruot
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Lymphom t€ bao T gan lach

Lymphdm t€ bao T dang viém md duéi da

U stii dang nim

Ho1 ching Sézary

Bénh 1y ting sinh lympho bao T CD30(+) nguyén phat & da

Bénh ting tao san dang u lympho

Lymphom t€ bao 16n thoai sdn nguyén phat & da

Lymphdm t€ bao T gamma/delta § da nguyén phat

Lymphdm t&€ bao T giy ddc t& bao dién ti€n nhanh huéng biéu bi CD8(+)

nguyén phat § da

Lymphom t€ bao T trung binh/nhé CD4(+) nguyén phét & da

Lymphom t€ bao T ngoai bién, khong dic hiéu

Lymphom t€ bao T nguyén bao mién dich mach mdu

Lymphom t€ bao 16n thodi sdn, ALK(+)

Lymphdm t€ bao 16n thodi sdn, ALK(-)

1.1.6.2. Lymphom khong Hodgkin dong t& bao B:
Chi€m da s6 cdc lymphdom khong Hodgkin ngoai hach, ké cd & hdc
mit. G hoc mit, lymphom dong B chi€m khodng 85% - 90% cic loai
lymphom & hdc mit[36],[41],[58],[154].
Theo phan loai REAL/WHO, cic nghién citu cho thdy lymphom hdc
mit dong t€ bao B thudng gip céc loai sau:

- Lymphom dang MALT: 41% — 82%;

- Lymphom dang nang: 13% - 30%;
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- Lymphom t&€ bao B to lan tod: 4% - 21%;
- Lymphom t& bao 40 nang: 6 — 19%;
- Lymphom lymph6 bao nhé: 3 — 8%.
Bang 1.3. Chan doin hod md mién dich cia mot s& loai lymphom dong t&

bao B thudng gip & hoc mit[13],[36],[56].

Loai lymphom Céc dadu hod mé mién dich
Lymphom dang MALT CD20(+), CD5(-), CD10(-), CD23(-)
Lymphdm dang nang CD20(+), CD5(-), CD10(+), CD23(+), bel-2(+)
Lymphom t€ bao 40 nang CD20(+), CD5(+), CD10(-), CD23(-), CyclinD-1(+)
CLL/SLL CD20(+), CD5(+), CD10(-), CD23(+), CyclinD-1(-)
Lymphom lan tod t& bao 16n dong B |CD20(+), CD5(+/-), CD10(+/-)
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Hinh 1.8. Lymph6ém dang nang. Trén, hinh dnh cdc nang ting sinh khong
c6 trung tAm mam va cdc dai thuc bao (HE x 10 va x25). Giia trdi, cic
nang chita nhiéu t€ bao lymphd B (nhudém hod mé mién dich CD20(+))
(x50). Giita phdi, céc nang ciing c6 mot it t& bao lymphd T (nhudm hod mo
mién dich CD3(+))(x50). Dudi phdi, cdc nang bit mau cdc dau 4n t€ bao
nang CD10(+)(x50). Dudi trdi, ddu an bcl-2(+) chitng tb nang tin sinh, khéc

vdi nang phéan tng (bcl-2(-))(x50). "Nguén: Eagle R.C.Jr., 2008"[56].
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1.1.6.3. Lymphom khong Hodgkin dong t& bao T:

Lymphom khong Hodgkin dong t€ bao T, hi€ém gip & hoc mit va
phﬁn phu ctia mit, va thudng gip 3 nhém sau[36],[58],[154]:

- Lymphom t&€ bao T/t&€ bao diét ty nhién ngoai bién thudng gip nhit,
c6 dic di€m khong déng nhat vé hinh thdi hoc, va mién dich hoc.

- Bénh bach cau/ lymphém nguyén bao lymphd dugc hinh thanh tir
cdc t€ bao T & tuyén tc va tuy xuong. Nhém bénh nay c6 thé c6 lién quan
dén mot loai retrovirus, HTLV — 1.

- U sti dang ndm va hoi ching Sézary 1a nhitng dang dic biét clia
lymphom t€ bao T & da. Mic du, 6 hdc mit, u dang nAm hi€m gip, nhung
van nhiéu hon cdc lymphom t& bao T khdc. Mét vai trudng hdp c6 thé tim
thay tdc nhan gy bénh 1a HTLV — 1 va HTLV - 2.

Cé4c lymphdm khong Hodgkin dong t€ bao T dudc xdc dinh dua vao
phifc hop cdc ddu 4n mién dich dong t&€ bao gdbm CD2, CD3, CD7, CD30,
CD45R0O, CD56, Leu-22, UCHL-1. C4c khang nguyén CD3, CD4 (OPD4)
thudng diic hiéu cho cdc lymphom t€ bao T, nhung ciing chi xuit hién trong
khodng 60% - 70% cic lymphdm t&€ bao T. C6 thé ding cic khiang nguyén
khdc d€ xac dinh dong t€ bao T nhu CD43 (L60, Leu-22, MT-1), CD45RA
(MT-2), CD45RO (UCHL-1), va CDS5, nhung thudng khong dac hi€u[155].

Trong hiu hét cdc lymphdm t&€ bao T ngoai biéncé CD2(+), CD3(+),
CD4 (+), CDS8 (-)(Hinh 1.8). CD30 c6 thé duong tinh trong bi€n thé t& bao
16n, va nhiéu trudng hgp c6 thé nhAm vdi bién thé t&€ bao 16n thodi san.

Trong cdc u dang nAm va hoi chitng Sézary, cdc t€ bao T thudng c6

cdc khdng nguyén CD3(+), CD4(+), CD8(-), CD7(-)[154].
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Trong y vin va cdc nghién ctu, lymphom t€ bao T & héc mit rat
hi€m gip. Trong hau hét cic nghién citu, lymphom t& bao T chi€m khodng

1% - 2%, va da s6 cdc trudng hdp 12 lymphom t&€ bao T ngoai bién.
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Hinh 1.9. Lymphom T ngoai bién & hdc mit. A, tiéu ban thidy thAim nhiém
day dic lympho bao khong dién hinh (HE, x100). B, céc t& bio bit mau hod
mo6 mién dich CD2(+) (x100). C, cdc t& bao bit mau hod md mién dich
CD3(+) (x100). D, cic t€ bao khong bit mau hod mdé mién dich CD7(-)
(x100). "Nguon: Janatpour K.A., et al., 2007"[81].
1.1.7. P4nh gi4 giai doan, tién lugng, va dién ti€n ty nhién:
1.1.7.1. Danh gid giai doan:

Trong lymphém hdc mit, viéc ddnh gid giai doan khong don thuan
xem xét ton thuong tai chd, ma cin phai khio sit va ddnh gid ton thuong

toan than.
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Céc budc ddnh gid giai doan:
- Xem xét bénh st.
- Khdm 1am sang: t6n thuong tai mit, hach 1an cin, va toan than.
- C4c xét nghiém ch4n dodn hinh 4nh tim so4t:
+ CT scan/MRI hdc mit — so ndo
+ X quang/CT scan/MRI vung nguc
+ Si€éu am/CT scan/MRI vung bung
+ Xa hinh xuong
+ PET scan toan than
- Céc xét nghiém sinh hod — mién dich:
+ Huyét do
+ Tuy db
+ LDH/méu
+ Béta-2-microglobulin/mau
+ Chttc ning than: Ure, Creatinin
+ Chtic ndng gan
+ HIV
+ Dich nao tuy
Sau khi tdng hop cdc két qua khdo sit tdng qudt, lymphdom khong
Hodgkin dugc ddnh gid x&p giai doan truc diéu tri. Bing xé&p giai doan
dugc st dung rong rai hién nay 1a bang Ann Arbor[3],[36],[58].
Tuy nhién, do thi€t k&€ ban dau danh cho bénh lymphom Hodgkin c6
dién ti€n bénh khac véi lymphom khong Hodgkin, bdng x&p giai doan Ann
Arbor khong thé hién dudc mic dd lan rong & nhitng vi tri cdch xa nhau,

khong phan dinh rd rang giai doan III — IV § nhitng nhém lymphdm khong
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Hodgkin do 4c trung binh, va khong d4nh gid dugc do 16n clia u va so lugng
ton thuong ngoai hach. Cho d&n nay, c6 vai hé thong x&p giai doan cho
lymphém khong Hodgkin khdc, hoic bién thé tit bing Ann Arbor hoic
dung trong nhitng trudng hdp dic biét (lymphom tré em, lymphom dudng
tiéu hod, ...), cling nhu nhitng thay d6i trong phan loai lymphdm khong
Hodgkin (REAL/WHO), nhung bing Ann Arbor vin dudc diing phd bién do
tinh dé 4p dung trén 1am sang[36][58].

Lymphdm hoc mit thudng c6 hai nhém chinh dya trén dién ti€n 1am
sang gém lymphom dién ti€n chim va lymphdém dd 4c cao. Theo
Bardenstein[36], da s6 lymphdm hoc mit ¢6 do 4c thdp va & giai doan sém
IE (60% - 80%), 4% — 25% giai doan IIE, va 16% - 18% giai doan 111 — IV.

Sau khi diéu tri, lymphom khong Hodgkin dudc ddnh gid x&p giai
doan lai nhim d4nh giad ddp dng diéu tri, nhit 12 trong nhitng trudng hop
van con cdc khdi tdn thuong trong hoc mit. Viéc ddnh gid nay, ngoai nhitng
khdo sat 1am sang nhu trude khi diéu tri, cAn dua trén két qua sinh thiét ton
thuong d€ d4nh gi tinh trang mo hoc hién tai ctia khdi t6n thuong con tdn
thuong budu gidng tdn thuong ban dau, hay tdn thuong budu chuyén dang,
hay ton thuong viém xd sau diéu tri[3],[50].
1.1.7.2. Tién luong:

Tién lugng clia lymphom khong Hodgkin dudc dya trén nhiéu yé&u t&
khdc nhau nhu @6 mo hoc, loai ton thuong, vi tri tdn thuong, ... Nam 1993,
cdc nudc Bic My va chdu Au da dua ra bdng Chi s6 Tién lugng Qudc t&
(International Prognostic Index — IPI) nhim muc dich tién lugng chinh x4c
hon lymphdm khong Hodgkin. IPI c6 thé gidp du dodn nguy co tdi phat, va

N, . A~ N N A N *A ~ 7z A~ ~ A s .
thoi gian sOng con toan bd dua vao viéc tong hgp cdc yéu to tudi, giai doan
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bénh, tinh trang stic khoé téng quat, s6 lugng vi tri tdn thuong ngoai hach,
va c6 hay khong c6 sy gia ting ndng do LDH (lactate dehydrogenase) trong
huyét thanh. Lugng béta-2-microglobulin/mdu ting c6 lién quan dén khdi
lugng t€ bao budu, va sy ddp ting kém véi diéu tri[3],[28],[36],[58].

Tuy nhién, do su ti€n bo trong chidn dodn va phan loai lymphom
khong Hodgkin ciing nhu trong diéu tri (thudc diéu tri nghiém phdp nhim
tring dich ctia dong lymphé bao B — Rituximab), IPI dugc chinh sita con 3
nhém (thap: 0 di€m, trung binh: 1 — 2 di€m, cao: 3 — 5 di€m), va ty 1& song
con clia cdc nhém déu ting 1én.

Bing chi s6 tién lugng qudc t&€ nay chd yéu dugc si dung d€ tién
lugng bénh, huéng din Iya chon phic dd diéu tri, ciing nhu du doan két qua
diéu tri ca cdc nhém lymphdm khong Hodgkin.

Tuy nhién, trén 1dm sang, bing chi sd nay thudng dugc dung két hop
v6i y€u t6 phan do md hoc. Cac lymphdm c6 dd md hoc thap (do dc thap)
thudng nhay véi diéu tri, nhung thudng hi€m khi diéu tri khdi han bénh, va
c6 ty 1é tir vong hang nim khong ddi. Lymphom khong Hodgkin d6 mo hoc
thap & giai doan sém c6 thé diéu tri khdi trong mot s trudng hdp, nhung
két qua thudng khong chic chin. Trong mot nhém nhd, khodng 80% bénh
nhan giai doan I — II nhd hon 40 tudi dugce diéu tri vdi xa tri c6 thdi gian
khéi bénh 10 nim sau chin dodn. Thdi gian séng con trung binh 13 tir 6 dén
10 ndm trong trudng hdp lymphdm dang nang. Trong khi d6, lymphom do
md hoc trung binh (d6 4c trung binh) va cao (dd dc cao) c6 dén 80% - 90%
bénh nhan trong giai doan I — II, va 30% - 40% bé&nh nhan trong giai doan
III — IV ¢6 kha ning diéu tri khdi[3],[28],[114].
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Bang 1.4. Bing két qua diéu tri theo nhém nguy co [3].

Nguy co Pi€m IPI Ty 1é& song con toan by 5 nim
Thap 0 92%
Trung binh 1-2 82%
Cao 3-5 58%

Ngoai ra, cdc bdc s 1dm sang con dya trén mot s6 y&u to tién lugng
khac nhu:

- béta-2-microglobulin/méu

- Nhitng y&u t6 sinh hoc mién dich

- Nhitng yéu t8 lién quan dén diéu tri: phdc do, liéu thudc st dung, s&
chu ky diéu tri, ...

Tién lugng ctia lymphdm hoc mit con dudc ddnh gid dva trén giai
doan bénh, loai lymphém (REAL/WHO), vi tri xuat hién, sy hién dién cta
cdc protéin pRB, p53, bcl6, va tudi clia bénh nhan. Trong d6, loai lymphom
c6 gid tri tién lugng nhat trong hau hét cdc nghién citu. Lymphom dang
MALT c6 tién lugng t6t hon hét, thAm chi so vdi cdc lymphdm cing nhém
lymphom do dc thiAp nhu lymphom dang nang, lymphdom lympho tuong bao.
1.1.7.3. Dién tién ty nhién:

K&t qua clia lymphdm hoc mit c6 thé cé:

- Bénh khu trd tai chd, hoic tdi phat sau khi diéu tri, hoic ti€n trién
tai chd néu khong diéu tri;

- Bénh tién trién sang lymphom viing hoic lymphom toan thin;

- T vong do lymphom.
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Do da s6 lymphdm hdc mit c6 do 4c thap va & giai doan s6m, bénh
dién tién cham va it gdy tif vong. V4i lymphom dién ti€n chim, bénh nhan
c6 thé song trén 10 nim khong cin diéu tri[26],[28]1,[36],[58]. Theo
Bardenstein[36], lymphom lan rong ra khéi hdc mit chi€m khodng trén
45% cac trudng hdp, da s6 1a lymphém dang MALT, trong thdi gian theo
di trung binh 63 thang. C6 mot sd trudng hop ghi nhan cé su chuyén dang
clia lymphdm trong qud trinh diéu tri va theo déi, chd yé&u tif lymphém dang
MALT thanh lymphdm t€ bao B 16n lan toa.

Nim 2000, Jenkins[82] cho thdy c6 56% s6 ca lymphdm hdc mit sau
diéu tri c6 hién tugng lan rong ra § hdc mit hoic lan ra toan than, trong dé
lymphom dang MALT 40%, lymphoém dang lymphd tuong bao 57%,
lymphom dang nang 62%, lymphom t€ bao B 16n lan tod 68%, cdc dang
lymphom hiém gip khdc 100%.

1.1.8. Diéu tri:

biéu tri lymphom khong Hodgkin rit da dang, dua vao loai mo hoc
va giai doan bénh, trong d6 yéu td loai md hoc 1a quan trong nhat. D€ dat
dudc két qua diéu tri tot nhat, cdc bac silam sing can phai c6 mot k& hoach
diéu tri da mo thic[36],[47],[54],[58].[145].
1.1.8.1. Phdu thudt:

PhAu thuat thudng cé vai tro rat gidi han, chd yéu dung d€ sinh thiét
kh&i u (mdt phan hoic toan phan)[36],[47],[58],[145].
1.1.8.2. Xa tri:

Xa tri 12 mt trong nhitng phuong phap chinh diéu tri lymphom khong

Hodgkin. Xa tri chii yéu dung d€ diéu tri cdc trudng hop lymphom khong
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Hodgkin khu tri, hoic bénh x4m nhiém & nhitng vi tri co thé dic biét nhu
mit, than kinh trung wong, hodc diéu tri tam bg. Xa tri con dugc st dung
nhu mdt phuong phap diéu tri phdi hdp cho hod tri khi kich thudc ving ton
thuong 16n, hay ton thuong con sét. Mic du, lymphom rat nhay vdi tia xa,
va trong nhitng trudng hgp lymphdm hdc mit giai doan I, xa tri ¢6 thé kiém
sodt ton thuong tai chd trén hon 90% s6 bénh nhan, nhung ty 1¢ tdi phat c6
thé 1&én dén trén 40% céc truong hgp[40],[47],[54]1,[145].

Theo Esmaeli[58], liu trung binh clia xa tri ngoai trong diéu tri
lymphom hdc mit 12 40Gy (thay ddi tir 20Gy dé€n 50Gy). B6i véi lymphom
khong Hodgkin do 4c thap, liéu chi€u xa thudng 1a 30Gy; d6i v6i lymphdm
khong Hodgkin dd 4c trung binh, liéu chi€u xa c6 thé dat 40Gy. Ty 1¢ tai
phét 12 20% - 25% s6 bénh nhan bi lymphdm khong Hodgkin do 4dc thap, va
40% - 60% d6i véi lymphdm khong Hodgkin do 4c cao.

Theo Bardenstein[36], liéu xa d6i véi lymphom khong Hodgkin do
dc thap 12 28Gy — 36Gy, va 30Gy — 40Gy d6i véi lymphom khong Hodgkin
do ac cao.

Céc bién chitng clia xa tri lymphdm hoc mit c6 thé gip gom kho mit,
seo gidc mac, duc thé thuy tinh, hi€m gip hon gdm cdc tén thuong vong
mac va than kinh thi. Trong d6, duc thé thuy tinh c6 thé xuit hién sau mot
1an duy nhat chi€u xa vdi liéu chi€u trén 2Gy, va chic chin xuat hién vdi
liéu 7,5Gy. Téng liéu va thdi gian chi€u xa dnh hudng rd rét dén ty 1& xuat
hién bién chitng. Che chin viing chi€u xa hop 1y ¢ thé gidm nguy co duc
thé thuy tinh va seo gidc mac. Tuy nhién, che chin cho thé thuy tinh rit

khé, cin phdi st dung cdc k§ thuat tinh vi nhu tim che bing cerobene, k¥
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thuat gidm béng md, xa tri ti€p cin, ding tia proton hay ion ning[40],[47],
[54],[145].
1.1.8.3. Hod tri:

Hod tri 12 phuong phdp di€u tri quan trong nhit trong lymphdm
khong Hodgkin, ddc biét la lymphdém khong Hodgkin c6 d6 mo6 hoc trung
binh va cao, do tinh chit lan rong va hay tdi phdt. Chon lya diéu tri tuy
thudc vao loai mé hoc, giai doan, va tinh trang cia bénh nhin (tudi, t67ng
trang). Phac d6 diéu tri c6 thé 1a don hod tri (ding mot loai hoa chat), hoic
da hod tri (phoi hop nhiéu loai hod chat trong cling mot phac dd). Do da s6
lymphom khong Hodgkin hdc mit thudng khu trd (giai doan IE — Ann
Arbor), hod tri thudng dudc lya chon vdi nhitng phdc d6 t6i thi€u (don hod
tri), cdc phac d6 phic tap (da hod tri) chi diing ddi v6i nhitng trudng hgp
bénh tién trién nhanh. Cdc lymphom dién ti€n chim rit nhay vdi ca phdc
dd don hod tri va da hod tri. Phdc dd don hod tri thudng ding cdc thudc
nhém alkalin nhu cyclophosphamid. Phic d6 da hod tri tiéu chudn bao gom
cyclophosphamide, doxorubicin, vincristin, va prednison (CHOP); hodc
cyclophosphamid , epirubicin, vincristin, prednisone (CEOP). Ngoai ra, mot
s6 nghién cifu chi diing corticosteroid d€ tic ché buéu trong lymphom khong
Hodgkin h6c mit, nhung da s6 déu khong cé hiéu qud di€u tri lau
dai[36],[47],[54],[58],[145].

Téc dung phu ctia hoa tri xuat phat tf nhitng tdc dung phu ctia cic
thuéc duge dung trong phidc dd, trong dé cé thé cé cic tic dung d€ lai
nhitng di chitng 1au dai sau diéu tri.

Ngay nay, v6i phuong phdp di€u tri ngim tring dich (targeted

therapy) dua trén hod mod mién dich va di truyén hoc t&€ bao, rituximab va
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ibritumomab tiuxetan[59], khang thé don dong tic dong lén protéin CD20
cia dong lympho bao B giy chét truc ti€p dong t&€ bao budu, dude dung
trong phic d don tri liéu va trong da tri liéu (phdi hdp vdi phiac do tiéu
chuidn CHOP, CEOP) [13],[21]. Rituximab gﬁn nhu loai bd (khi dung trong
phdc dd don hoa tri), hoic gidm (khi ding phdi hop vdi phac @6 tiéu chudn)
dudc tic dong giy suy tuy clia phac do tiéu chuidn. Cédc tic dung phu clia
rituximab c6 thé c6 cac phan tng do truyén thudc, ngung tim, suy than cip,
gay suy gidm mién dich dong lympho bao B; mot s tidc dung ngoai y khdc
thudng nhe, khong dang ké va tuy hét nhu sot nhe, noén 6i, nhic dau, mét
mdi, ... Ngoai ra, sy hiéu qua va thanh cong cia rituximab cling d@ md
dudng cho sy ra ddi cla cdc loai khang thé don dong khac 13 ofatumumab,
ocrelizumab, bortezomib dang trong doan th nghiém giai doan II va III
[47],[54],[58], [141].
1.1.8.4. Hod tri két hop vdi xa tri:

Ho4 xa két hgp thudng dugc dung trong nhitng trudng hgp lymphom
dd 4c cao, hoic cac trudng hgp lymphom ti€n trién, hay tdi phat.

Ngodi ra, cdc phac d6 diéu tri con c6 thé két hop vdi cdc nhém thude
khdng vi tring, khang siéu vi, diéu tri mién dich, khdng thé don dong, ghép
tuy, ... Lua chon diéu tri phu thudc vao vi tri nguyén phat, phan nhém gidi

phAu bénh, va dién ti€n ty nhién clia bénh[36],[471,[54],[58],[145].

1.2. TONG QUAN CAC NGHIEN CUU TRONG VA NGOAI NUGC
T ndm 1994, cung vdi su ra dGi cta phan loai lymphom REAL dua
trén k&t qud hod md mién dich va sinh hoc phan t, cdc nghién cdu clia

White(1995)[150], Baldini (1998)[34], Coupland (1998)[53], Nakata (1999)
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[104], Jenkins (2000)[82], Kubota (2000)[88], Auw-Haedrich (2001)[32],
Takamura (2001)[135] cho thiy sy thich hdp cia bdng phian loai REAL
trong chin dodn phan loai lymphom néi chung va lymphdm hdc mit, ciing
nhu khdo sdt budc diu vai trd cda bdng phan loai nay trong viéc ddnh gid
két qué diéu tri lymphom hdc mit.

Khi REAL/WHO (2001 — 2008) dugc st dung thudng quy, cdc nghién
cifu ti€p theo di st dung bang phan loai REAL/WHO nhu tiéu chuin chin
dodn phan loai lymphdm néi chung va lymphom h&c mit néi riéng. Pong
thdi, cdc nghién cttu nay ddnh gid sdu hon vai tro tién lugng, va diéu tri
lymphém dya cdc bang phin loai nay. Trong d6, cdc nghién ctu cla
Coupland (2003)[51], Fung (2003)[65], Hasegawa (2003)[76], Nola
(2004)[107], Schick (2004) [122], Benabid (2005)[22], Zhou (2005)[156],
Ferry (2007)[64], Hatef (2007)[78], Oh (2007)[109], Plaisier (2007)[113],
De Cicco (2009)[46], Eckardt (2013)[57] cho thdy két qud mo6 hoc hod mo
mién dich c6 4nh huéng dén giai doan bénh, lya chon phuong phdp diu tri,
két qua ddp wng di€u tri ban dau, va két qud song toan bo — song khong
bénh clia lymphom hoc mit. Bén canh d6, cdc nghién ciu clia Ghashemi
(2003)[72], Sharara (2003)[123], Tovilla-Canales (2004)[140], Bardenstein
(2005)[35], Famer (2005-2006)[60],[61], Lowen (2005)[96], Ahmed
(2006)[25], Demirci (2008)[55], Lagoo (2008)[89], Alkatan (2013)[27] ti&p
tuc khiang dinh vai trd quan trong ctia hod md mién dich trong chdn doin
lymphom hdc mit, va xdc dinh ty 1& ctia cdc loai lymphom thudng gip &
h&c mit theo phan loai REAL/WHO.

Ngoai ra, mot sd nghién ctfu khio sit chuyén siu vé riéng tiing loai

lymphom thudng gip & hoc mit theo phan loai REAL/WHO. Céc nghién
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cttu cia Lee (2005) [91], Charlotte (2006)[42], Suh (2006)[131], Tanimoto
(2006-2007)[137][138], Tsai (2007)[142], Ferreri (2008)[63], Song (2008)
[128], Sjo (2009)[126], Stefanovic (2009)[130], Son (2010)[127], Abalo-
Lojo (2011)[24], Lim (2011)[93], Hashimoto (2012)[77], Kiesewetter
(2014)[84] d4nh gia giai doan bénh, cdc phuong phdp diéu tri khic nhau,
két qua diéu tri, va tién lugng clia lymphdm MALT dong t€ bao B. Céc
nghién cifu cia Ramussen (2013)[116], Munch-Petersen (2015)[103] lai
nhdm vao viéc ddnh gid giai doan, phuong phdp va két qua diéu tri, ciing
nhu tién lugng clia lymphom lan tod t€ bao B 16n. Looi (2005)[95],
Ramussen (2013)[116] nghién cifu siu trong viéc diéu tri, tién lugng
lymphom t€ bao 40 nang. Mic du lymphdm dong t&€ bao T rit hi€m gip &
hoc mit, nhung ciing c6 cdc nghién cdu cta Janatpour (2007)[81], Lin
(2012)[94], Termot (2014)[139] khio sit dic diém gidi phiu bénh hod mo
mién dich, giai doan bénh, két qua diéu tri, va tién lugng cda lymphom t&
bao T ngoai bién/diét ty nhién.

Bén canh dé con c6 cdc nghién ctfu chuyén siu vé hiéu qud diéu tri
ngim tring dich & cdc bénh nhan lymphom hdc mit bing cic khing thé
don dong rituximab, nhu cdc nghién cttu cia Conconi (2003)[48], Sullivan
(2004)[132], Ferreri (2005 — 2008)[62][63], Norton (2006)[108], Rigacci
(2007)[118], Shome (2008)[124], Bilgir (2011)[39].

Riéng tai Viét Nam, tif nim 1998, bén canh hang loat cdc nghién ctiu
vé vai trd cla gidi phidu bénh hod mdé mién dich & cdc bénh 1y u budu §
tuyén vi, dudng tiéu ho4, da day, dai tryc trang, ..., dd ¢6 nhitng nghién citu
vé vai trd clia gidi phAdu bénh hod md mién dich trong chin dodn va phin

loai lymphom khong Hodgkin trong va ngoai hach néi chung cda cic tdc
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gid Lé Pinh Hoe (1998)[14], Lé Pinh Roanh (1998-2004)[17],[18], Nguyén
Vin Hong (1999)[15], Hita Thi Ngoc Ha (2004-2005)[81,[9], Nguyén Phi
Hung (2008)[16], hodc nghién cttu vé lymphom tai dudng tiéu hod (da day,
dai trang) cta tdc gid Tran Huong Giang (2011)[5],[6]. P&i v6i chian doén,
phan loai, va diéu tri lymphdm khong Hodgkin, c6 cdc nghién citu clia
Pham Xuan Diing (2003-2008)[2],[4], L& Tan Pat (2004)[1], Chau Bic
Toan (2013)[19] dad khdo sdt cic dic diém lam sang, can lam sang, chin
dodn, diéu tri va tién lugng cta lymphdm ndi chung. Tuy nhién, k&t qua
gidi phau bénh trong cdc nghién citu ndy van con st dung phan loai Thuc
hanh, khong dung phan loai REAL/WHO.

Tém lai, cdc nghién ctu vé chdn dodn, phan loai, va diéu tri bénh
lymphom néi chung, ciing nhu mot sd loai lymphom thudng gip néi riéng
da dudc thyc hién rat nhiéu § cdc noi trén thé gidi. Tuy nhién, & Viét Nam,
cdc nghién cttu da phan d4nh gid vai trd chan dodn lymphom clia gidi phiu
bénh hod md mién dich 12 chinh, con cdc nghién citu vé diéu tri, tién lugng
ciia bénh lymphdm bi gidi han & viéc st dung phan loai cii chua st dung

bang phan loai REAL/WHO.
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CHUGNG 2: PHUGNG PHAP VA POI TUGNG
NGHIEN cUU

2.1. POI TUGNG NGHIEN CUU
2.1.1. Dan sé muc tiéu:

C4c bénh nhan bi lymphom & h&c mit.
2.1.2. Dan s6 nghién ciu:

Céc bénh nhan dudc chin dodn va diéu tri lymphom hdc mit tai
Bénh vién Mit TP. H6 Chi Minh, va bénh vién Ung buéu TP. Ho Chi
Minh.

2.2. PHUONG PHAP NGHIEN CUU

2.2.1. Thié't k& nghién cifu:
Nghién citu can thi€ép 1am sang khong c6 nhém ching.

2.2.2. Cé mau:
C3 mAu thuln tién, hang loat ca, vi diy 12 bénh hié€m, it gip.
Thoi gian nghién cidu: 01/01/2009 - 31/12/2013.

2.2.3. Phuong phap chon miu:

Phuong phdp 14y mau hang loat ca.

Céc bénh nhin, dén kham, dugc chian doan va diéu tri lymphom hoc
mit tai bénh vién Midt TP. H6 Chi Minh va bénh vién Ung buéu TP. Hb
Chi Minh.

Bénh nhin dugc gidi thich vé quy trinh tham gia nghién cttu, cling

nhu cdc quyén Igi tham gia nghién cifu gom:
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- Pugc khdm, lam xét nghiém gidi phiu bénh va tdi khim mién phi
trong thdi gian tham gia nghién ctu.

- C6 quyén ngung tham gia nghién cifu tai bat ky thdi diém nao.

Sau khi nghe gidi thich, bénh nhin s& x4c nhan vé sy ty nguyén tham
gia nghién cudu.
2.2.3.1. Tiéu chudn chon mdu:

T4t ca cdc bénh nhan thod cdc diéu kién sau:

- Pugc chdn dodn c6 lymphom & hoc mit.

- C6 hd so diéu tri tai bénh vién Mit TP.HCM, va/hodc bénh vién
Ung bu6éu TP.HCM.

- Bénh nhan dong y tham gia nghién citu.
2.2.3.2. Tiéu chudn loai tri:

C4c bénh nhan khong thod min tit cd cdc di€u kién néu trén.

2.3. PHUONG TIEN NGHIEN CUU
- Bang thi lyc dén chiéu.
- Sinh hién vi.
- Nhian 4p k& Schiotz.
- Thuée do d6 16i Hertel.
- Thu6c do thong thudng hé mét.
- Kinh soi ddy mit gian ti€p Volk 90D.
- Thudéc nhudm Fluorescein.
- Gidy th&m Iam xét nghiém Schirmer.

- MAu hd so 13y s6 liéu nghién citu.
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2.4.NOI DUNG VA QUY TRINH NGHIEN CUU

Quy trinh nghién cttu dugc md ta trong so dd nghién ctfu (Hinh 2.1)

‘ Tiép nhén bénh nhén ‘

|

‘ Kham lim sang ‘

| |

Kham lAm sang tai mat Kham toan thin
(Xem 2.4.1.1) (Xem 2.4.1.2)
CT scan/MRI hbc mit Cén lim sang toan thin
(Xem 2.4.1.1) (Xem 2.4.1.2)
Giai ph4u bénh
(Xem 2.4.1.2)
Giai doan - Tién lrong
(Xem 2.4.1.2)

Bénh nhéan chon hod tri Bénh nhén chon xa tri
Hoa tri Xa tri

Ho4 - xa tri phoi hop

(Xem 2.4.2.2) (Xem 2.4.2.4)

Panh gia két qua
diéu tri ban dau
(Xem 2.4.3.1)
Theo dai sau diéu tri

Bénh tai phat (Xem 2.4.3.2)
Két thiic theo doi
(Xem 2.4.3.3)

Hinh 2.1. S¢ d6 tém tit quy trinh nghién ciu.
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2.4.1. Khiam, ddnh gid, va chan dodn:
2.4.1.1. Khdm va chédn dodn chon bénh:

- Giai thich cho bénh nhin quy trinh thuyc hién thim khdm, chin
dodn, diéu tri, va theo dbi.

- Khdm 1am sang tai mit:

+ Khai thic bénh sif va tién cin d€ tim: thdi gian khdi phat,
tinh trang tdi phdt (n€u cé), tinh trang viém ti di tdi lai, cdc triéu ching
khdi phat tai mit va toan than, tién cin bénh lymphom.

+ bo thi lyc, nhan ép.

+ Kham khdi u dua vao cdc dic diém: vi tri, hinh dang (néu
c6), gi6i han, kich thudc, mau sic (néu c¢6), mit do, do di dong, sy xam I4n.

+ C4c 4nh hudng cta khdi u 1én nhan ciu va phan phu: sup mi,
16i mit, ton thuong két mac, gidc mac, than kinh thi, r&i loan van nhan.

+ Pdnh gi4 t6n thuong than kinh thi trén 1Am sang dya vao kich
thudc dong t¥, tuong quan kich thudc dong t¥ hai mit, phdn xa dong tk
hudng tdm, gai thi.

+ Po d06 16i clia nhin cau bing thudc Hertel (néu c6), d 1éch
truc nhan cau (néu cé).

+ Do d6 sup mi (néu co).

+ Khdm bing sinh hién vi tim cdc tdn thuong nhin ciu va soi
ddy mat, nhat 1a truSc khi c6 diéu tri xa tri.

- Khdo sdt cdc yéu t6 can 1am sang: dwa vao hinh dnh cida CT scan
hoidc MRI d€ d4nh gid vi tri, gidi han, mat d6, dau hiéu xam Ian.
- Sinh thi€t mot phan hoic toan bd khdi u, ¢d dinh bing dung dich

Formol 10%, rdi bénh pham dudc ddnh gi4 gidi phAu bénh thudng quy, va
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gidi phAu bénh hod m6 mién dich tai BO mon Gidi phiu bénh, Pai hoc Y
Dugce TP. Ho Chi Minh, va/hoic khoa Gidi phdu bénh, bénh vién Ung budu
TP. H6 Chi Minh.

+ nhudm HE: doc két qué gidi phiu bénh thudng quy.

+ nhudm hod mo mién dich véi cdc diau chi mién dich LCA
(xdc dinh t&€ bao ngudn géc md lymphd), CD3 (dinh danh dong lymphd bio
T), CD20 (dinh danh dong lymphd biao B), bcl-2 (dinh danh tn thuong
dang nang ctia mo lympho).

Tl d6, xdc dinh cdc bénh nhin c6 chin dodn gidi phiu bénh la
lymphom d€ chon tham gia nghién cttu. C4c bénh nhan dugc gidi thich vé
quy trinh va cdc quyén 1gi khi tham gia nghién cttu. N&u bénh nhan dong ¥
tham gia, s& chinh thifc dua vao hd so nghién citu. N&u bénh nhin khong
dong ¥, van dudc tu van va diéu tri theo ding phic dd nhung khong 1ap hd
sd nghién cuu.

- Dya trén bi€u hién 1am sing, cin Idm sang tim sodt, két qua gidi
phau bénh thong thudng va hod m6é mién dich, bénh nhan dugc theo doi, va
diéu tri tai bénh vién Ung budéu TP.HCM.
2.4.1.2. Chdn dodn, phan logi, ddnh gid giai doan:

- Dua trén két qua gidi phiu bénh thong thudng va hod mdé mién
dich, xép loai ton thuong theo bang phan loai Thuc hanh (WF) (Bang 2.1),
va bang phan loai REAL/WHO (Bang 1.2).

Bang 2.1. Bang phéan loai Thuc hanh (WF)[3],[371,[80].

D§ 4c thap

A. Loai limph6 bao nhé
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Phi hop v6i bénh bach cau limphd man

Dang tudng bao

B. Dang nang, vu th€ t&€ bao nhd c6 khia

C. Dang nang, hdn hop t&€ bao nhd c6 khia va t& bao 16n

P dc trung binh

D. Dang nang, vu th€ t€ bao I6n

E. Dang lan tod, t€ bao nhd c6 khia

F. Dang lan tod, hon hgp t€ bao 16n va nhd

G. Dang lan to4, t€ bao I6n

Té& bao c6 khia

T& bao khong khia

Po ac cao

H. T€ bao 16n, nguyén bao mién dich

I. Nguyén bao limpho

J. T& bao nhd khong khia

Burkitt

Khong Burkitt

Linh tinh

Phuc hop

U sti dang nim

Loai m6 bao

U tuong bao ngoai tuy

Khong thé x&p loai

Khac
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- Céc bénh nhan dugc khio sdt toan thin d€ tim vi tri u tai hach va
ngoai hach khic biing cdc chdn dodn hinh 4nh tim so4t gdm:
+ Siéu 4am/CT scan viing cd - bung.
+ X quang/CT scan nguc.
+ Noi soi Tai Miii Hong.
+ Noi soi da day — dai trang.
- Ti€n hanh cdc xét nghiém d€ danh gid tién lugng, va diéu tri:
+ Huyét do, tiy do.
+ LDH/m4u, béta-2-microglobulin/méu.
+ SGOT, SGPT, ure, creatinin.
+ ECG, siéu am tim.
- Sau d6, bénh nhan dugc x&p giai doan bénh theo bdng Ann Arbor.

Bang 2.2. Bang x&p giai doan Ann Arbor[3],[37],[80].

Giai doan Pic di€m

Xay ra  mot vung hach lympho don 1€ (I), hodc mot cd quan
! hay mdt vi tri ngoai hach duy nhat (IE).

X4y ra tai hai hay nhiéu viing hach lympho cting mot bén cd
II hoanh (II), hodc xdy ra § mot ¢cd quan hay vi tri ngoai hach

(IIE) va mdt vung hach hay hon cung mét bén co hoanh.

X4y ra § nhitng ving hach & cd hai bén cd hoanh (III), c6 hoic
I khong c6 xdy ra G co quan hay vi tri ngoai hach trén hay dudi

cd hoanh (IIIE).

Lan tod mdt hay nhi€u cd quan hay md ngoai hach, c¢é hay
v khong kém theo tdn thuong hach.
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Cdc mo td bé sung di kem giai doan bénh:
- A: Khong co triéu chiing B.
- B: S6t, d6 mo héi vé dém, sut can > 10% trong luong co thé
trong vong 6 thdng, ngita nhiéu.
- E: ¢6 tén thuong & vi tri ngoai hach lién quan truc tiép hay lan

cdn ving hach bi tén thuong.

- Pdnh gid tién ludng theo badng chi s6 tién lugng quoc t€ (IPI —
International Prognostic Index) (d6i véi lymphdm dong t€ bao B) (Béng
2.3), va chi s6 tién lugng cho lymphom t€ bao T (PIT — Prognostic Index
for T-cell lymphoma) (d6i v6i lymphom dong t&€ bao T)(Bang 2.4).

Bang 2.3. Chi s Tién lugng Quoc t& (IPI) danh cho lymphém dong t&
bao B[3],[36],[80].

Cic yé&u to tién lugng 0 di€m 1 diém
Tudi <60 > 60
Chi s6 hoat dong co thé ECOG (Xem Bing 2.5) 1-2 3-4
Giai doan I-1I mr-1v
S& vi tri ton thuong ngoai hach <2 >2
LDH huyét thanh Khong ting Ting
Nguy cd thap :0— 1 di€m

Nguy cd trung binh — thap : 2 diém
Nguy cd trung binh — cao : 3 diém

Nguy cd cao :4— 5 di€m
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Bang 2.4. Chi s6 Tién lugng lymphom dong t& bao T (PIT)[73],[147].

Cic yé&u to tién lugng 0 di€m 1 di€m
Tudi <60 > 60
Chi s6 hoat dong co thé ECOG (Xem Bang 2.5) 1-2 3-4
Tén thuong tuy xuong Khoéng c6 Co
LDH huyét thanh Khong ting | Ting
Nguy co thap :0— 1 di€ém

Nguy cd trung binh — thap : 2 diém

Nguy cd trung binh — cao : 3 diém
Nguy cd cao : 4 diém

Bang 2.5. Chi so hoat dong co thé ECOGJ[3],[36],[80].

Pi€ém Mb ta
0 Khong c¢6 tri€u chitng bénh (hoat dong, sinh hoat binh thudng).
C6 tri€u chitng bénh, nhung di lai binh thudng (c6 thé di lai, 1am
! viéc nhe dudc, nhung bi gi6i han cic hoat dong thé luc ging stic).
Cé6 triéu chitng, ndm trén giudng <50% thdi gian trong ngay (di lai,
2 | sinh hoat binh thudng, nhung khong thé hoat dong lao dong. Trén
50% thdoi gian thiic).
Cé triéu ching bénh, nim trén giudng >50% thdi gian trong ngay
3 | nhung khong nim liét giudng (c6 thé ty chiam séc ban than, bi han
ch€ trén gh€ hoic giudng trén 50% thoi gian thic).
Nim liét giuong (hoan toan tin tit; khong thé tw chim séc ban
) than; hoan toan bi han ch€ trén gh& hoic giudng).
5 | T& vong.
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2.4.2. Diéu tri:

Céc phuong phap diéu tri dudc thyc hién tai bénh vién Ung bu6u TP.
H6 Chi Minh.
2.4.2.1. Phdc do hod tri:

Céc phdc dd hod tri dudc lwa chon trong diéu tri lymphdm hdc mit:

- Phéac d6 Chlorambucil + Prednisone (C-P) dudng udng:

+ Céch 1: Chlorambucil 0,4 — 0,8mg/kg ngay 1, Prednisone
75mg ngay 1 + 50mg ngay 2 + 25mg ngay 3. Chu k¥ mdi 2 tuan.

+ Cédch 2: Chlorambucil 8mg/m?® da + Prednisone 40mg/m” da
trong 10 ngay. Chu ky mdi 3 tuin.

Trong qud trinh diéu tri, c6 thé ngung prednisone néu cé bi€u hién
bénh ly da day (viém loét, xuit huyét, ...)

- Phdc d6 CVP:

Cyclophosphamid 750mg/m* da TTM ngay 1, Vincristin 1,4mg/m” da
TM ngay 1, Prednisone 49mg/m* da uéng trong 5 ngay. Chu ky mdi 3 — 4
tuan.

- Phdc d6 COPP:

Cyclophosphamide 650mg/m* da TTM ngay 1, Mitoxatrone 12mg/m”
da TTM ngay 1, Vincristin 1,4mg/m” da TM ngay 1, Prednisone 60mg/m’
da udng trong 5 ngay. Chu ky mdi 3 tuan.

- Phdc 46 CHOP/CDOP:

Cyclophosphamid 750mg/m*> da TTM ngay 1, Doxorubicin 50mg/m’
da TTM ngay 1, Vincristin 1,4mg/m” da TM ngay 1, Prednisone 60mg/m’
da udng trong 5 ngay.

Diéu tri trong 6 chu ky, chu ky mdi 3 tuan.
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- Phdc d6 CEOP:

Cyclophosphamid 750mg/m* da TTM ngay 1, Epirubicin 65mg/m?* da
TTM ngay 1, Vincristin 1,4mg/m> da TM ngay 1, Prednisone 60mg/m” da
udng trong 5 ngay.

Diéu tri trong 6 chu ky, chu ky mdi 3 tudn. Phac dd nay c6 vu di€m 1a
it doc tinh trén tim mach hon phiac dd CHOP, tuy nhién chi phi diéu tri cao
hon phic d6 CHOP.

- Phac d6 DHAP:

Dexamethasone 40mg/ngdy udng trong 4 ngay, Cytarabine 4g/m” da
TTM ngay 2, Ciplastin 100mmg/m* da TTM ngay 1.

Phic d6 nay thudng dugc diing d€ diéu tri nhitng trudng hgp dap tng
kém véi cdc phdc dd0 CEOP/CHOP/CDOP, hoic nhitng trudng hop tdi phat.
2.4.2.2. Lua chon phdc do diéu tri:

* Phdc dd hod tri dudc lwa chon tuy thudc vao loai bénh, giai doan
bénh & tiing c4 thé bénh nhan.

TAt ¢4 cdc phdc dd trén déu c6 thé st dung cho cic loai lymphdm
khdc nhau & cdc giai doan khdc nhau vdéi chu ky diéu tri diy dd trung binh 6
— 8 chu ky. C4c phdc dd thudng dugc sit dung nhit theo thi tu 12 CEOP,
CHOP/ CDOP, COPP, CVP.

Céac phdc dd c¢6 nhém anthracyclin (CHOP/CDOP/CEOP) dudc sit
dung trong moi trudng hdp. Sy khdc nhau gitta nhém CHOP/CDOP va
CEOP § chi phi diéu tri, va su khdc nhau nay dugc gidi thich kj d€ bénh

nhan lva chon.
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* Poi v6i bénh nhan hoic gid yéu (270 tudi), hodc c6 kém bénh 1y
ndi khoa khdc nhu tim mach, d4i thio dudng, ..., phdc dd diéu tri c6 thé
chon gom:

- CVP, COPP, Chlorambucil-Prednisone. Cadc phdc d6 dugc Iwa chon
diéu tri trong 4 — 6 chu ky. Va cdc phdc do nay c6 thé phdi hop thém xa tri
viing khu trd véi tdng liéu 30Gy — 40 Gy, va 2Gy/phan liéu.

- Né&u bénh nhin gia yé€u, c¢6 chic ning tAm thu that trdi con t6t, c6
thé dung nap dudc héa tri: s dung phic d6 gidm liéu, thudng gidm liéu
25% so v6i liéu chudn.

- Né&u bénh nhin gia yé&u, khé dung nap héa tri: sit dung phdc db
CVP. Phic d6 diéu tri trong 6 — 8 chu ky.

* P&i véi cdc loai lymphdm dod dc cao nhu lymphdm lan tda t€ bao B
16n, lymphom t&€ bao vd, lymphom t&€ bao T ngoai bién, phdc db hod tri
thudng dugc st dung 12 phic @6 CEOP hoic phiac dd6 CHOP/CDOP trong 6
— 9 chu ky két hgp xa tri vung khu trd.
2.4.2.3. Diéu tri ngdm triing dich:

Rituximab, 14 khang thé don dong khang CD20, dudc st dung trong
phéc db hod tri diéu tri lymphom khong Hodgkin dong t& bao B (c6 dau 4n
mién dich CD20(+)). Rituximab dugc ding phdi hdp trong cdc phdc db c6
anthracyclin (CHOP/CEOP).

Liéu ding: Rituximab 375mg/m> da TTM/mdi chu ky, dugc ding
kém trong céc phdc dd hod4 tri trong 4 — 8 chu ky.

Do chi phi diéu tri cao, rituximab dugc st dung theo sy dong y cia
nhitng bénh nhin sau khi gidi thich k§ vé hiéu qué cda thudc va chi phi

diéu tri.
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2.4.2.4. Xa tri:

Xa tri dudc st dung nhu phuong phdp diéu tri phdi hgp vdi hod tri
nhim ki€m sodt ton thuong tai hdc mit, va dugc chi dinh trong moi trudng
hgp. Do c6 nhitng tic dung phu trong va sau khi xa tri, bénh nhan s€ dugc
gidi thich k§ vé tic dung cda diéu tri xa tri bd sung, cling nhu nhitng tic
dung phu c6 thé xay ra. Do d6, xa tri cling dudc thuc hién sau khi cé su
dong y tham gia diéu tri cia bénh nhan.

Téng liéu xa tri tif 30Gy — 40Gy, phan liéu 2Gy/lan. Chu ky chi€u xa

mdi tuan/lan.

2.4.2.5. Theo déi diéu tri:
* Hod tri:

Céac bénh nhan dudc kham 1am sang, xét nghi€ém sinh hod mdu, xét
nghiém chan dodn hinh 4nh, xét nghiém x4c dinh ddc tinh ctia thudc tai mdi
chu ky.

- Khdm 14m sang va siéu am tdng quét (c6, bung) d€ ddnh gid ton
thuong tai mit, va toan than.

- Xét nghi€m sinh hod mdu: LDH/m4u, béta-2-microglobulin/m4u.

- Tuy dd.

- Xéc dinh ddc tinh cda thudc: cong thiic méu, dién tAm do, SGOT -
SGPT/mdu, s& 1an nodn 6i/24g.

- CT scan toan than dudc thuc hién mdi chu ky — 3 thdng/1an.

* Ddnh gid djc tinh cia hoa tri:
DPdnh gid doc tinh clia héa tri theo tiéu chuin cta Vién Ung thu qudc

gia Hoa Ky tir @ 0 (binh thudng) dén do 4 (rit ning).
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- Huyé&t hoc/Tty dd: gidm bach cdu hat (s6 lugng/mm”)
+ d6 0: >2.000.
+ d6 1: 1.500 — 1.900.
+ d6 2: 1.000 - 1.400.
+ dd 3: 500 — 900.
+ do 4: <500.
- Pudng tiéu héa: nodn 6i (s6 luong/24 gid)
+ do 0: khéng ndn 6i.
+dd 1: 1 1an/24 gid.
+d0 2: 2 — 51an/24 gid.
+dd 3: 6 — 10 1an/24 gio.
+do 4: >10 14n/24 gid.
- Gan: taing SGOT - SGPT
+d6 0: N=30-40U/
+do 1: <2,5N.
+d6 2:2,6 — 5N.
+d6 3: 5,1 — 20N.
+ do 4: >20N.
- Tim mach: thi€u mdu co tim
+ d6 0: ECG binh thutng.
+ do 1: s6ng T det khong dic hi€u.
+ d0 2: khong triéu chiing, c6 thay ddi séng T va ST biéu hién
thi€u mau.
+ d6 3: con dau thit nguc, khong c6 dau hiéu clia nhdi mau.

+ d6 4: nhdi mdu cd tim cap.
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* Xa tri:

Cdc bénh nhan dudc giai thich ky quy trinh xa tri, cling nhu nhitng
bién ching c6 thé x4y ra trong qua trinh diéu tri xa tri.

Khim 14m sang tai mit trudc xa tri:

- Thi lvc do bing bang thi lyc Sm, gdm thi Iyc khong kinh va cé kinh.

- Pdnh gid khoi u hoc mit (néu c6).

- P4nh gi4 tinh trang tai mit: mi mit, k&t mac, gidc mac, thé thuy
tinh, vong mac, hoc mit.

- Pdnh gid tinh trang nuéc mit bing xét nghiém Schirmer va xét
nghiém v& phim nudc mit (Break-up time test - BUT).

Kh4dm 1Am sang tai mit trong va sau xa tri:

- Thi lyc do bing bang thi lyc Sm.

- Pdnh gid khéi u hoc mit (néu cé).

- Tim céc ton thuong tai mat: mi mat, k€t mac, gidc mac, thé thuy
tinh, véng mac do xa tri nhu viém mi mit, viém két — gidc mac, duc thé
thuy tinh, viém véng mac — hoang di€m do tia xa, viém hdc mit, ...

- Panh gid tinh trang kho mit bing xét nghiém Schirmer va xét
nghiém BUT.

CT scan/MRI héc mit 13 xét nghiém chin doan hinh 4nh trudc xa tri

va sau xa tri dé danh gid, va theo ddi tinh trang ton thuong & hc mit.

2.4.3. Panh gia két qua diéu tri:

2.4.3.1. Ddanh gid ddp ving diéu tri:
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Bénh nhan dugc danh gid ddp tng diéu tri nhu sau (theo Tiéu chuin
ddp tng di€u tri cda Nhém Thuc hanh thé gidi — International Working
Group response criteria IWG), goi tit 1a tiéu chudn IWG) gom:

- Pdp tng hoan toan: bi€n mat hoan toan cdc ddu hiéu IAm sang va
chan doan hinh anh, cédc triéu ching lién quan dén bénh cé trude khi diéu
tri; cdc bat thudng sinh héa tr§ vé binh thudng nhu LDH, béta-2-
microglobulin.

- Pdp ing mdt phan: gidm >50% tdng clia nhitng dudng kinh 16n nhat
tdn thuong, mat mot phan hoic khong hoan toan cic triéu ching 1dm sang
va cin 1am sang lién quan d&€n bénh c6 trudc khi diu tri, va khong xuit
hién thém t6n thuong mdi.

- Bénh y trang: dugc xdc dinh khi bénh khong c6 ddp dng diéu tri va
khong tién trién.

- Bénh tdi phat hodc bénh tié€n trién ning: xuat hién bat ky mot ton
thuong mdi tai chd hoic toan than, hoic bénh khong ddp tng diéu tri tir diu
hoic bénh ddp tng diéu tri mot phan hodc bénh 6n dinh nhung sau d6 ting
kich thudc clia tdn thuong.
2.4.3.2. Theo déi sau diéu tri:

Sau khi chdm dit phdc d6 diéu tri, tdt cd cdc bénh nhin dugc tdi
kham mdi 3 thdng/lan trong 1 nim diu, 6 thdng/lan trong nhitng nim ti€p
theo. Tong thdi gian theo ddi trung binh tir 3 — 5 nam.

Bénh nhan dugc hen tdi kham 1an sau qua mdi 1an tdi kham. Né&u
bénh nhan tré hen tdi khdm, s& dudc goi dién thoai dé€ héi thim tinh hinh
stic khoé va khuyén cdo tdi khdm theo hen méi.

Tai mdi thdi di€ém tdi kham, bénh nhan dugc:
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- Khdam lam sang tai mit ciing nhu toan thin d€ d4nh gia cdc ton
thuong u tai mit, tim cdc ton thuong mit (néu c6), ciing nhu tim céc ton
thuong toan than.

- Siéu am/CT scan hoc mit va tong qudt ddnh gid tinh trang ton
thuong & hoc mit, va tinh trang toan than.

- Cong thi’c mdu, LDH/m4u, béta-2-microglobulin/méu.

Néu bénh tdi phat va/hoic tién trién (tai chd hoidc toan than), bénh
nhan s€ dudc:

- Sinh thi€t u lam gidi phdu bénh hod m6 mién dich d€ xac dinh loai
ton thuong tai phat theo bang phan loai REAL/WHO.

- Xét nghiém sinh hod mau, xét nghiém chin dodn hinh anh dé ddnh
gid phan giai doan, va ti€n lugng bénh.

- Phdc d6 diéu tri dugc Iya chon theo tuy theo két qud phan loai gidi
phau bénh ciing nhu giai doan bénh.

- Theo doi di€u tri bénh tdi phat nhu diéu tri 1an dau.
2.4.3.3. Két thiic theo doi:

Thoi diém két thiic theo doi dugc xac dinh khi xdy ra 1 trong céc
truong hgp sau:

- két thiic nghién citu tai thdi diém 12 31/12/2013.

- bénh nhén tif vong: do lymphdm, do diéu tri, hoic do bénh Iy khic.

- k&t thic 5 nim theo d&i va diéu tri bénh.

Tai thdi di€m két thic theo d6i, bénh nhan con séng duge danh gia:

- Tinh trang tai mét: thi lyc, bénh 1y nhan cdu — hoc mit, ...
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- Tinh trang u hoc mit qua kham IAm sang — chin dodn hinh anh (CT
scan/MRI hdéc mit).

- Tinh trang toan thin: xét nghiém sinh hod mdu, chdn dodn hinh 4nh
(siéu am/CT scan).

Tai thdi diém két thiic theo ddi, néu bénh nhin tif vong, tinh trang
bénh cla bénh nhan dugc xdc dinh 12 tinh trang tai 1an tdi khdm cudi cing
cua bénh nhan.

Tinh trang bénh nhin tai thoi diém két thic theo ddi dudc phan theo
mot trong cdc nhém sau:

- S6ng khong bénh.

- S6ng con bénh.

- Tt vong do bénh.

- T vong do nguyén nhéan khac.

2.5. THU THAP SO LIEU
2.5.1. Céc bién sé dich té:

Céc bién s6 dich t& dugc ghi nhan tai 1an kham diu tién.

- Tudi: bién s6 dinh lugng. Tudi dugc chia lam cdc nhém (20 — 29, 30
— 39, 40 — 49, 50 — 59, 60 — 69, 70 — 79, 280 tudi). Ngoai ra, khi xét yéu t&
tién lugng theo Chi sd tién lugng quoc t&€ (IPI hoic PIT), tudi dudc chia lam
2 nhém: duéi 60 tudi, va trén 60 tudi.

- Gidi: bi€n s6 dinh tinh, gdm nam hoic nit.

2.5.2. Cac bi€n sé bénh st va tién ciin:

Céc bién s6 bénh st va tién cin dugc ghi nhan tai 1an khdm dau tién.
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- Thoi gian khdi phdt bénh: 1a khoang thdi gian tit lic bénh nhan phat
hién bénh dén lic bénh nhan dén khdm. Pay 1a bién s6 dinh luong.

- Cdc trieu chitng khdi phdt ctia bénh: nhitng triéu chiing bénh 1a ly
do d€ bénh nhan di kham bénh. Pay 1a bién s dinh tinh.

- Tién cdn lymphom: 12 tinh trang bénh nhan da mic bénh lymphom &
cdc vi tri khac ngoai hoc mit, ddng thdi ghi nhan vi tri cu thé ciia bénh
(hach, rudt, da day, v.v...). Bi€n s& dinh tinh gdm c6 tién cin lymphom hay

khong c6 tién cin lymphom.

2.5.3. Céc bién s6 triéu chitng 1am sang:

Céc bién so 1am sang dugc ghi nhin vao lan khdm diu tién, khi bit
diu diéu tri, trong qua trinh diéu tri (& cdc chu ky héa tri hoic xa tri), sau
di€u tri mdi 3 thdng trong nim dau tién, mdi 6 thang trong cdc nim ti€p
theo, va tai thdi dié€m két thic theo doi.
2.5.3.1. Thi luc:

La bién s6 dinh tinh. Thi Ivc dudc khdo st bing bang thi luc Snellen
5m, gdm thi luc chua diéu chinh khiic xa va thi Iyc ¢6 diéu chinh khic xa
bing kinh. Gidm thi lyc dudc x4c dinh khi thi luc c¢é diéu chinh khic xa
khong dat dugc thi luc t6i da 9/10 — 10/10, va mit khong c6 cdc tdn thuong
khdc giy gidm thi lyc nhu seo gidc mac, duc thé thuy tinh, duc dich kinh,
ton thuong vong mac — gai thi, hodic bénh 1y clia dudng din truyén than
kinh thi gidc. Thi luc dugc do trong 1an khdm diu tién, va trong cdc l1an téi
khdm trong qud trinh diéu tri va theo ddi sau diéu tri.

2.5.3.2. Pdc diém ciua khoi u héc mdt:
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- Khoi u héc mdt so cham: xac dinh khdi u hdc mit va phan phu sd
cham dugc qua da mi.

- Vi tri: m6 t vi tri cGa khdi u trong hdc mit: thai duong trén, théi
duong dudi, mii dudi, mii trén.

- Gidi han trudc: md ta by gidi han phia trude clia khoi u sd thiy dugc
dudi da.

- D¢ di déng: md td do di dong clia khoi u véi cdc md xung quanh
(da, cd, md hoc mit, nhin cau, ...).

- Mdt dj: mo ta mat do bén trong khoi u, ciing chic hay mém.
2.5.3.3. Cdc ddc diém lam sang tai mdt khdc:

- Nhan dp: dugc do bing nhdn dp k€ Schiotz. Bi€n s6 nhin 4p dugc
xdc dinh 12 binh thudng (10 — 20mmHg), hodc cao (>20mmHg).

- Loi mdt: dugc x4c dinh sau khi d6 do 16i clia nhan cau bing thudc
do d6 16i Hertel. Mot mit dudc xdc dinh 13 c6 16i khi ¢6 su chénh 1éch do
16i gitta 2 mit 16n hon 2mm, hodc d6 16i clia ci 2 mit vugt qui 21mm. Do
10i ctia mit dudc do trong 1an khdam dau tién, va trong cac 1an tdi khim
trong qud trinh diéu tri. Bi€n s6 10i mit dugc ghi nhan gdm c6 hoic khong.

- Sung né mi: x4c dinh tinh trang sung né cia mi mit do u hdc mit
giy ra. Bi€n s6 sung né mi dugc ghi nhan gom c6 hoic khong.

- Sup mi: x4c dinh tinh trang sup mi trén do u hoc mit giy ra. Bién s&
sup mi dugc ghi nhan gém c6 hoic khong.

- Song thi: x4c dinh tinh trang song thi 2 mit do u héc mit gay ra.

Bién s6 song thi dudc ghi nhan gdm c6 hoic khong.



58

- Réi logn vdn nhan: xdc dinh tinh trang van nhin clia nhin ciu
khong binh thudng nhu gi6i han vin nhin mdt huéng, hay nhiéu huéng
khdc nhau. Bién s6 rdi loan van nhin dudce ghi nhdn gdm c6 hoidc khong.

- U két mac: xac dinh tinh trang u lymphom xuét hién & két mac.
Bién s6 u két mac dudce ghi nhan gdm c6 hoidc khong.
2.5.3.3. Cdc ddc diém lam sang — cdn lam sang toan than:

- Chi 56" hoat dong co thé ECOG: dung trong danh gid tién lugng bénh
theo IPI — PIT (Bdng 2.5).

- Cdc triéu chitng hach viing — hach toan than: dung dé danh gid giai

doan bénh theo Ann Arbor (Bdng 2.2).

2.5.4. Cac bién sd diic di€m can lam sang — x&p giai doan — tién lugng:

- CT scan/MRI héc mdt: x4c dinh cdc bi€u hién ctia khdi u gdm vi tri,
gidi han, mdt do, do xam ldn, bdt thudc cdn quang.

- Gidi phdu bénh thuong quy: x4c dinh chian dodn loai u md lympho
la ting sdn md lympho phéan @ng lanh tinh hay lymphom.

- Gidi phdu bénh héa mé mién dich: giip phan loai lymphom theo
bang phan loai REAL/WHO (2009).

- Béta-2-microglobulin/mdu: lugng béta-2-microglobulin/mdu ting c6
lién quan dé&n khdi lugng t&€ bao budu, va sy dap tng kém véi diéu tri. Béta-
2-microglobulin/mdu binh thudng <2000UI/ml.

- Tuy do: ton thuong dong nguyén bao lymphd cé y nghia tién luong
bénh x4u, con dudc sit dung trong ddnh gid chi s6 tién lugng PIT.

- LDH/mdu: dung trong danh gid chi s6 tién lugng IPI — PIT.

- Giai doan bénh: x&p giai doan bénh theo bing Ann Arbor.
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- Chi 56 tién lugng bénh: ddnh gia tién ludng bénh theo biang Chi s6

tién lugng IPI — PIT (Xem 2.4.1.2).

2.5.5. C4c bién so diic diém diéu tri:

- Phuong phép diéu tri dugc Iya chon: hod tri, hodc hod-xa phoi hop.

- Phdc dé hod tri: CHOP, CEOP, COPP, CVP, C-P (Xem 2.4.2.2).

- Djc tinh ciia héa tri: dudng tiéu hod, bach cau/hé tao mau, gan, hé
tim mach (Xem 2.4.2.5.b).

- Liéu xa tri: tong liéu xa tri dudc st dung trong qud trinh xa tri.

- Bién chitng ciia xa tri: duc thé thdy tinh, kho mit, rdi loan phim
nudc mat, viém két gidc mac, viém t6 chifc hdc mit, ...

- Pdp iing diéu tri: theo tiéu chudn IWG (Xem 2.4.3.1).

+ Ddp ving hoan toan.

+ Pdp itng mdt phan.

+ Bénh y trang.

+ Bénh tdi phdt hodic bénh tién trién ndng.

- Thoi gian ddp iing diéu tri: 1a khodng thdi gian tinh tir ldc bit diu
diéu tri cho dén liic bit dau c6 ddp tng diéu tri (d4p ng hoan toan, ddp ng
mdt phan).

- Két quda két thiic theo doi:

+ Song khong bénh: tai thdi di€m két thic theo doi, bénh nhéan
con sdng, va khong c6 dau hiéu bénh trén co thé.
+ Song con bénh: tai thdi di€m két thic theo doi, bénh nhin

N 7 N N ~ LN A A g
cOn sOng, va con dau hi€u bénh trén co the.
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+ Tit vong do bénh: tai thdi di€m két thic theo ddi, bénh nhéan
da t vong do bénh lymphom.

+ Tit vong do nguyén nhdn khdc: tai thdi diém két thic theo doi,
bénh nhan da t& vong do nguyén nhan khéng phai bénh lymphém. Mo ta rd
nguyén nhan t vong.

- Ty 1¢ song con toan b 3 ndm: ty 1& bénh nhin con sdng tai thoi
diém 3 nim. Ty 1é nay dugc tinh chung cho nhém nghién ctu, ciing nhu
tinh riéng cho ting loai lymphdom.

- Ty ¢ song con khong bénh 3 ndm: ty 1&€ bénh nhan con sdng, va
khong con bénh tai thdi diém 3 nam. Ty 1€ nay dugc tinh chung cho nhém

nghién cdu, cling nhu tinh ri€ng cho tirng loai lymphom.

2.6. THONG KE VA XU LY SO LIEU

Nhap dit liéu bing chuong trinh MS Excel va SPSS.

Thong ké va xtt Iy s liéu biang chuong trinh MS Excel va SPSS.

Céc phép ki€ém thong ké:

- Phép ki€m Chi binh phuong d€ xét mdi twong quan giita 2 bién dinh
tinh, st dung phép kiém chinh x4c Fisher néu can.

- Khdo sdt ty 1& sdng con toan bd 3 nim va ty 1€ sdng con khong
bénh 3 nim bing phuong phip Kaplan — Meier. Diing phép kiém log-rank
dé so sanh sy khéc biét giita cic nhém véi do tin ciy 95%.

- Gi4 tri p <0,05 dugc cho 1a khac biét c6 y nghia thong ké.
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CHUONG 3: KET QUA

Trong thdi gian thuc hién nghién citu, tir 1/1/2009 dén 31/12/2013, ¢6
54 trudng hop dugc chdn dodn lymphdm héc mit dén kham va diéu tri tai
bénh vién Mt TP.HCM va bénh vién Ung Buéu TP.HCM cho cdc két qud

nhu sau:

3.1. CAC PAC PIEM DICH TE
3.1.1. Pic di€m vé tudi:
Trong 54 trudng hop, do tudi bénh nhan dan tri tir 20 tudi dén 87

tudi, véi do tudi trung vi la 53,5 tudi.

15

10

i]llllll

20-29 30-39 40 - 49 50-59 60 - 69 70-79 280

Bi€u d6 3.1. Phan bd bénh theo nhém tudi.
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Trén bi€u dd 3.1, d6 tudi mic bénh chd yéu tir 50 dén 59 tudi (15
trudng hop - 27,8%), ty 1& mic bénh & d6 tudi 40 — 4912 9 (16,7%) trudng
hdp, @6 tudi 30 — 39 va dd tudi 70 — 79 1a 8 (14,8%) trudng hgp/mdi dd
tudi, do tudi 60 — 69 12 7 (13,0%) trudng hdp. Pd tudi 20 — 29 it gip hon véi
4 (7,4%) trudng hdp. Va do tudi 280 1a 3 (5,6%) trudng hop.

3.1.2. Piic di€m vé giéi tinh:
Trong 54 trudng hgp, c6 44 (81,5%) nam va 10 (18,5%) nit. Bénh

xuAt hién nhiéu & nam gidi, vdi ty 1é nam:nit xap xi 4:1 (Bi€u d6 3.2).

E Nam
O N

Biéu d6 3.2. Phan bd bénh theo gidi.

3.2. CAC PAC PIFM KHGI PHAT BENH
3.2.1. Cac dau hiéu khdi phat:

C4c dau hiéu khdi phét 12 nhitng triéu chitng c¢d ning dugc bénh nhan
phat hién va 13 1y do d&€n khdm bénh clia bénh nhan. Tan sudt cdc diu hiéu

khéi phat duge mo ta trong Bang 3.1.
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Bang 3.1. C4c dau hi¢u khéi phat cia bénh.

Triéu chiing S6 bénh nhan Ty 1& %
U héc mit 41 75,9
Loi mat 8 14,8
D6 dau mit 3 5,6
Phi1 né mi 1 1,9
Song thi 1 1,9
Téng 54 100

Pa s6 cdc bénh nhan (41 bénh nhan, 75,9%) c6 diu hiéu khdi phat
diu tién 12 mot khoi u sd cham & hdc mit do bénh nhan tu sd thiy. Cédc diu
hiéu khac gdm 16i mit (14,8%), a6 dau mit (5,6%), phit né mi mit (1,9%),
va song thi (1,9%).

Ngoai ra, mdt s6 bénh nhan dén kham khong chi bing mot dau hiéu
khdi phat don ddc, ma cé thé c6 cac triéu chitng khdc di kém (Bang 3.2).

Bang 3.2. C4c triéu chitng di kém véi dau hié¢u khdi phat.

Triéu chifng So bénh nhan Ty 1& %
Khong c¢6 triéu chiing di kem 47 87
Phit né mi 3 5,6
Com xén 2 3,7
Chay nuéc mit 1 1,9
Hach vung 1 1,9
Tong 54 100
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Ttrong 54 bénh nhin, c6 47 (87%) bénh nhin chi c6 mdt diu hiéu
khdi phat ddu tién. Trong khi d6, c6 7 (13%) bénh nhan c6 céc triéu chiing
di kem g6m phu né mi (3 bénh nhan, 5,6%), cdm x6n (2 bénh nhan, 3,7%),
chdy nudc mit (1 bénh nhan, 1,9%), va hach ving (1 bénh nhan, 1,9%).

3.2.2. Thai gian phat hién bénh:
Thai gian phdt hién bénh cla cdc bénh nhén la thdi gian tir lic bénh
nhan phdt hién ra diu hiéu khéi phdt bénh dén lic bénh nhan dén bénh

vién d€ kham bénh.

30

25

20

15 -

10 A

1-3thang 4 - 6 thang >6 thang

Biéu db 3.3. Phan bd bénh theo nhém thdi gian phat hién bénh.

Thoi gian phdt hién bénh trung vi la 6,0 thing (1 thdng — 96 thing).
Nhom thoi gian phat hi€n bénh tu 1 — 3 thang c6 19 (35,2%) bénh
nhan, nhém tr 4 — 6 thang c6 10 (18,5%) bénh nhan, va nhém >6 thdng c6

25 (46,3%) bénh nhan.
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3.3.CAC PAC PIEM LAM SANG
3.3.1. Mit bi bénh
Trong 54 bénh nhan, c6 26 (48%) bénh nhin bi & mit phai, 26 (48%)
bénh nhan bi & mit trdi, va 2 (4%) bénh nhan bi & hai mit (Biu dé 3.4).
4%
Mat phai

M3t trai

Hai mat

48%
48%

Bi€u d6 3.4. Phan bd tan suit mét bi bénh.

3.3.2. Piic diém thi luc, nhiin 4p, va cdc bénh Iy 6 mit:

Thi luc ban dau cda da s6 cidc bénh nhan (64,8%) tir 9/10 trd 1én va
khong c6 bénh 1y & mit. C6 19 (35,2%) bénh nhan c¢6 thi lyc tir 8/10 trd
xudng, gbébm 15 (27,8%) bénh nhan bi duc thé thuy tinh, va 4 (7,4%) bénh
nhan bi bénh 1y cta dich kinh — vdng mac (nhu AMD, seo hoang diém).

T4t c4 cdc bénh nhan ¢6 nhin 4p trong gidi han binh thudng.

3.3.3. Pic di€m cta u hdc mit:
Khi khdm 1am sang, triéu chitng dugc khao sat chinh 1a triéu ching u

h6c mit. Trong 54 bénh nhan, c6 49 (90,7%) bénh nhin dugc khidm thay
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khoi u hdc mit. 5 (9,3%) bénh nhan khong khdm thay khoi u trén 1Am sang
do kh6i u nim & nhitng vi tri su trong hoc mit; cic trudng hgp ndy tuong
tng vdi cdc dau hiéu khéi phat bénh 1 16i mit, sung né mi, va dé dau mit
(Bang 3.3).

Bang 3.3. Tuong quan giita dau hiéu khéi phat bénh va khdoi u héc mét

kham dugc trén lAm sang.

; U/khdam lam sang ,
Dau hiéu khéi phat - Tong
Khong so thay u U s0 cham

U hdc miit 0 41 41
Loi mat 3 5 8
P6 dau mit 1 2 3
Sung né mi 1 0 1
Song thi 0 1 1

Tong 5 49 54

Bang 3.3 cho thiy c6 8 (14,8%) trudng hgp ¢6 u hdc mit duge phat
hién thém thong qua khdm 1am sang, tuong ng vdi cidc ddu hiéu khdi phat
16i mit (5 ca — 9,3%), @6 dau mit (3 ca - 3,8%), va song thi (1 ca— 1,9%) 1a
nhitng tri€u chiing co ndng giy khoé chiu cho bénh nhan.

Trong 49 bénh nhan dugc kham thay khdi u hdc mit trén 1Am sang,
¢6 cdc dic diém cda u hdc mit nhu sau:
3.3.3.1. Vi tri ciia u héc mdt:

Trén 1Am sang, d€ d4nh gid vi tri cia khoi u trong hdc mit, hoc mit
dudc chia 1am 4 viing phan tu khdc nhau, 1an lugt 13 thdi duong trén, mii

trén, thai duong duéi, va miii dusi. U hdc mit c6 thé xuit hién & bat ky vi
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tri ndo & hoc mit. Trong d6, vi tri xuat hién nhi€u nhat 12 hoc mit thdi

duong trén véi 21 (42,9%) bénh nhan, sau do 1an lugt 12 hoc mit miii trén

véi 10 (20,4%) bénh nhan, hdc mdt mii dudi véi 8 (16,3%) bénh nhan, va

hoc mit thdi duong dudi v6i 7 (14,3%) bénh nhan (Bidng 3.4). Ngoai ra,

ciing c6 3 (6,1%) bénh nhan c6 khdi u hdc mit 16n chi€m nhiéu viing hdc

mit, trong d6 c¢6 2 (4,1%) bénh nhan c6 khdi u lan tod toan bd hdc mit.

Bang 3.4. Vi tri ciia cdc khoi u hdc mit trén lAm sang.

Vi tri u héc mit S6 bénh nhin Ty 1& %
Thai duong trén 21 42,9
Miii trén 10 20,4
Miii dui 8 16,3
Thaii duong duéi 7 14,3
>2 ving héc mat 3 6,1

Tong 49 100

3.3.3.2. Cdc ddic diém khdc cia u héc mdt:

Céc khdi u khdm dugc trén 1am sing déu c6 gidi han trudc rd, khong

dinh da, cdc m6 dudi da va hoc mit (an thut, di dong tot trong hoc mit, ...).

Mait do clia cac khoi u da s6 1a dang chic, cing & 37 (75,5%) bénh

nhan. 12 (24,5%) khoi u c6 mat dd mém.

Bé miit cia u sd tron lang & 45 (91,8%) bénh nhan, va 4 (8,2%) u hdc

< N 1R ~ LN N 2 ~, e 2 A o ~ e
mat s 16n nhon dang nhi€u thuy; trong d6, tit ca cdc u c6 bé mat 16n nhon

dang nhiu thuy c6 vi tri & thdi duong trén, tuong dng vdi viing tuyén 1é

trong hoc mit, gdi y cdc u lymphdm nay c6 thé xuit phat tir tuyén 1.
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Ngoai ra, ¢6 17 (34,7%) bénh nhan c¢6 kém u két mac & ving tuong
ing v6i u sd cham trong hoc mit, gdm 8 (16,3%) u & thdi duong trén, 5

(10,2%) u & mii dudi, va 4 (8,2%) u & thai duong dudi.

3.3.4. Cac diic di€m lam sang khac:
3.3.4.1. Léi mdt:
Trong 54 bénh nhan, c¢6 21 (38,9%) bénh nhin cé triéu ching 16i
mat, va 33 (61,1%) bénh nhan khong c¢6 bi€u hién 16i mit trén 1Am sang.
Trong 21 bénh nhin c6 bi€u hién 16i mit trén 14m sing, c6 15
(71,4%) trudng hdp 1a 16i mit thang truc, va 6 (28,6%) trudng hdp 1a 15i
mit 1éch truc.
3.3.4.2. Sup mi:
C6 6 (11,1%) bénh nhan c6 bi€u hién sup mi trén lam sang, d sup
mi la d§ 1 (3 bénh nhan) va d6 2 (3 bénh nhan).
3.3.4.3. Roi logn vdn nhén:
Cé 4 (7,4%) bénh nhan c6 bi€u hién r6i loan van nhan vé hudng c6 u
hoc mit.
3.3.4.4. Thin kinh thi:
TAt ¢4 cdc bénh nhan déu khong cé bi€u hién cda tdn thuong thin

kinh thi trén Idm sang.

3.4. CAC PAC PIEM HINH ANH HQOC TREN CT SCAN/MRI
CT scan va MRI 13 nhitng xét nghiém ch4n dodn hinh anh dugc st
dung chinh dé€ ddnh gid cdc tdn thuong & hdc mit néi chung, va lymphdm

h6c mit néi riéng. Trong 54 trudng hdp, c6 45 bénh nhan dudc st dung CT
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scan, va 9 bénh nhin dugc st dung MRI dé€ danh gid cac ton thuong & hoc
mit. Sy phin biét nay dugc dung theo yéu cAu va kha ning tai chinh cda
bénh nhan. Tuy nhién, trong qué trinh theo doi diéu tri, tit cd cdc bénh
nhan déu dudc st dung CT scan d€ khio st cdc ton thuong & hdc mit.

Két qua CT scan/MRI & 54 bénh nhan nay c6 cdc ddu hiéu sau:

3.4.1. Vi tri ctia khéi u:

Trén két qua CT scan/MRI, hoc mit ciing dudc chia 1am 4 viing phan
tu nhu trén 1am sang dé€ d& so sdnh va d4nh gid tinh déng nhat giita kham
lam sang va k&t qud chdn dodn hinh 4nh hoc. Pdong thdi, ddi vdi nhitng
trudng hop u xudt hién & tir 2 viing phan tu trd 1én, vi tri u dugc xdc dinh
dua trén ving phan tu c¢6 chia thé tich u nhiéu nhat.

Bang 3.5. Vi tri cdc u héc mit trén CT scan/MRI.

Vi tri u héc mit S6 bénh nhin Ty 1& %
Thai duong trén 13 24,1
Miii trén 10 18,5
Miii dui 5 9,3
Thai duong du6i 5 9,3
>2 ving héc mat 21 38,9

Tong 54 100

Trén bang 3.5, CT scan/MRI cho thdy khéi u hdc mit xudt hién & tat
cd cdc trudng hop, ké cd 5 trudng hop khong khdm thdy khoi u trén 1am
sang, va & nhiéu hon mdt viing géc tu clia hoc mit. K&t qua CT scan/MRI

c6 33 (61,1%) trudng hgp u lymphom nim trong khu tri trong mdt ving
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phan tu hoc mit, va 21 (38,9%) trudng hop u lymphdm nim trong hai ving
phan tv hoc mit tr§ 1én. Trong céc trudng hdp u lymphdm khu tri trong
mdt viing phan tu héc mit, c6 13 (24,1%) trudng hop & hoc mit thdi duong
trén, 10 (18,5%) trudng hdp & hdc mit mii trén, 5 (9,3%) trudng hdp & hdc
mit mii dudi, va 5 (9,3%) trudng hop & hdc mit thdi duong dudi.

Trong 21 (38,9%) trudng hdp khéi u ¢ vi tri lan tod tir 2 ving hdc
mit trd 1én, ¢6 14 (25,9%) trudng hdp u lan tod trong hai viing phan tu hdc
mit, 5 (9,3%) trudng hdp u lan tod trong 3 vang phan tu héc mit, va 2
(3,7%) trudng hop lan tod trong toan hdc mit.

Bang 3.6. Sy khdc biét trong xdc dinh vi tri u giita khim l1am sang va

CT scan/MRI.
Vi tri u/CTscan-MRI ,
Tong
Tuong ty l1Am sang | HM >2 vung

HM TD trén 12 9 21
HM miii trén 10 0 10

Vi tri w/
HM mii duéi 4 4 8

lam sang
HM TD dué6i 3 4 7
HM >2 ving 3 0 3
Téng 32 17 49

Chui thich: HM: Hoc mdt; HM TD trén: héc mdt thdi duong trén; HM TD dudi: héc mdt

thdi duong dudi;

Ngoai ra, CT scan/MRI gitip xdc dinh rd hon vi tri u hdc mit so véi
kham 1am sang. Theo béng 3.6, trong 49 trudng hgp khdm thdy u trén 1am

sang, ¢6 32 trudng hop (65,3%) cho thdy sy tuong dong véi két qui CT
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scan/MRI, va c6 17 trudng hop (34,7%) cho thdy két qud CT scan/MRI

d4nh gid viing tdn thuong rong hon so v6i khdm 1am sang.

3.4.2. Cac dic diém khac trén CT scan/MRI:
Bing 3.7. Cic dic di€m khic cta lymphém héc mit trén CT scan/

MRI.

Pic diém S6 ca Ty lé

Do phdn 4m trung binh

DPoéng nhat 54 100%
Gidi han

RO 53 98,1%

Khong ro 1 1,9%
Xam 1an

Khong c6 52 96,3%

Co 2 3, 7%

Bit cdn quang

Khoéng ting quang 45 83,3%

Tang quang 9 16,7%

Theo bang 3.7, cdc khoi u hoc mit trén CT scan/MRI déu c6 mat do
ddng nhat, va do6 phdn Am trung binh. C6 53 trudng hop (98,1%) khdi u c6
gidi han 1o, 6m sdt (diu dic khudn — molding sign) theo cdc cu tric trong
h&c mit (thanh nhin ciu, xuong hoc mit, cd van nhin, va than kinh thi). 1
trudng hop (1,9%) khoi u ¢é gidi han khong ro 1a khéi u kich thude 16n,

chi€m gan tron hdc mit, lan tod ra sau dén dinh hoc mit, va giy 10i mit
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trén 1am sang. C6 1 trudng hdp (1,9%) c6 bi€u hién xaAm 14n ra xoang sing
va hdc miii cing bén tén thuong & hdc mit. Va khi diing thudc cidn quang,
két qua CT scan/MRI cho thay 45 trudng hdp (83,3%) khong cé biéu hién
ting quang hodc ting quang nhe, va 9 trudng hdp (16,7%) c6 bit cdn quang

muc do trung binh.

3.5.DAC PIEM GIAI PHAU BEENH VA PHAN LOAI
3.5.1. Phan loai gidi phdu bénh theo WF:

Khi phén loai gidi phidu bénh theo WF dya trén nhuém HE thudng
quy, trong 54 trudng hgp, lymphom loai lymphd bao nhé do 4c thap chiém
77,7% (42 ca). Ti€p dén, lan lugt 12 lymphom lan tod loai t€ bao 16n dd ac
trung binh véi 7 ca (13%), lymphom lan tod loai hdn hgp t€ bao do 4c trung
binh v6i 2 ca (3,7%), va lymphom t€ bao 16n loai nguyén bao mién dich do
ac cao vdi 1 ca (1,9%) (Bang 3.8).

Bang 3.8. Phan loai lymphém theo gidi phau bénh nhuém HE.

Phin loai giai phadu bénh nhuém HE Soca | Tylé %
Tang san mo lympho lanh tinh 2 3,7
Lymphom loai lympho bao nhé, d6 dc thap 42 71,7
Lymphom lan tod loai t€ bao 16n, do 4c trung binh 7 13,0
Lymphom lan tod loai hdn hgp t&€ bao, dd 4c trung binh 2 3,7
Lymphdm t€ bao 16n loai nguyén bao mién dich, do dc cao 1 1,9
Téng 54 100,0

Ngoai ra, con ¢6 2 ca (3,7%) c6 két qud gidi phiu bénh 12 ting sin

mod lympho lanh tinh. Nhu vay, véi két qud gidi phidu bénh khong c6 hoi
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mo mién dich, c6 52 ca (96,3%) 1a lymphdm 4c tinh, va 2 ca (3,7%) la loai u
lanh tinh. Theo phin nhém dién ti€n 1Am sang, c6 42 ca (77,7%) do ac thap
1a lymphom dién tién cham, 9 ca (16,7%) d6 ac trung binh 1a lymphom dién
ti€n nhanh, va 1 ca (1,9%) do 4c cao 1a lymphom dién ti€n rat nhanh (Béng

3.9).

3.5.2. Phan loai gidi phiu bénh theo REAL/WHO:

Sau khi thyc hién gidi phdu bénh hod mo6 mién dich va phan loai theo
REAL/WHO, lymphom dang MALT t€ bao B ¢6 42 ca (77,7%), lymphom
lan tod t& bao B 16n c6 7 ca (13%), va lymphom t&€ bao T ngoai bién c6 5 ca
(9,3%). Theo phan nhém dién ti€n 1am sang, c¢6 42 ca (77,7%) lymphom
dang MALT t& bao B 12 lymphom dién ti€n cham, va 12 ca (22,3%) gdm
cédc lymphom lan tod t€ bao B I6n va lymphom t€ bao T ngoai bién 1a
lymphom dién ti€n nhanh (Bang 3.9).

Bang 3.9. Phin loai lymphom theo REAL/WHO.

Phin loai gidi phAu bénh REAL/WHO S6 ca Ty 1é %
Lymphom dang MALT t€ bao B 42 77,7
Lymphom lan toa t€ bao B 16n 7 13,0
Lymphom t€ bao T ngoai bién 5 9,3

Téng 54 100,0

3.5.3. Tuong quan gidi phidu bénh giita WF va REAL/WHO:
Qua hai phan trén (3.5.7 va 3.5.2), sau khi nhuém hod mo mién dich,
va biang cdch xét tuong quan gidi phiu bénh giita phan loai WF va phan

loai REAL/WHO, chiing ta nhin thdy (Bang 3.10):
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Bang 3.10. Tuong quan gidi phiu bénh giita WF va REAL/WHO.

] REAL/WHO ]
Giai phau bénh Tong
MALT | DLBCL | Lymphém T
Tang san mo6 lympho lanh 2 0 0 2
Lymphom t€ bao nhé 40 0 2 42
Lymphom t€ bao 16n 0 6 1 7
WF ]
Lymphdm hon hgp 0 1 1 2
Nguyén bao mién dich 0 0 1 1
Téng 42 7 5 54
Chii thich:

- Lymphém té bao nhé = Lymphém loai lymphé bao nhé do dc thdp;

- Lymphém té bao lon = Lymphom lan tod logi té bao ldn dé dc trung binh;

- Lymphém hén hop = Lymphom lan tod loai hén hop té bao do dc trung binh;

- Nguyén bao mién dich = Lymphém t& bao lon loai nguyén bao mién dich do dc cao;
- MALT = Lymphém dang MALT t€ bao B;

- DLBCL = Lymphém lan tod té bao B lon;

- Lymphém T = Lymphoém té bao T ngoai bién;

- 2 ca (3,7%) dudc chin dodn 13 lanh tinh ciing 14 u 4c tinh qua bi€u
hién ting sinh don dong t€ bao lymphd sau khi nhudm hod md mién dich,
va dugc x&p vao loai lymphom dang MALT té bao B.

- Trong 42 ca (77,7%) lymphom t€ bao nhd do 4c thap (theo phan
loai WF), c6 40 ca dudc x&€p vao lymphdm dang MALT t€ bao B (loai
lymphom c6 do dc thdp, dién tién chim), va 2 ca 1a lymphdm t€ bao T

ngoai bién (loai lymphoém c6 do 4c cao, dién tién nhanh).
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3.6. CAC PAC PIEM PANH GIA GIAI POAN VA TIEN LUGNG
37.6.1. TAm sodt cdc vung trén co thé:

Khi tdm sodt t&n thuong toan than qua khdm 1am siang va chdn dodn
hinh 4nh, c¢6 16 trudng hop (29,6%) cé ton thuong nghi lymphdém & ving
khdc trén cd thé, bao gdm:

- 14 ca (25,9%) c6 hach vung cung bén;

-1 ca (1,9%) c6 lymphém xam 14n miii xoang trén CT scan va hach
c6 cling bén qua khdm 14m sang va siéu 4m ving cd;

-1 ca (1,9%) lymphom lan ra viing xoang va hdc mili cling bén trén
CT scan hoc mit kém ton thuong nghi lymphdm & tinh hoan phai qua siéu
am va khdm 1am sang.

Nhu viy, trong 54 trudng hgp nghién cdu, c6 38 trudng hgp (70,4%)
bénh khu tri tai hdc mit, va 16 trudng hdp (29,6%) c6 tdn thuong ngoii hoc
mit.

Ngoai ra, tit cd cdc bénh nhin (100%) déu c6 két qua tuy db binh

thudng.

3.6.2. Cac yé&u té danh gia tién lugng:
3.6.2.1. Chi s6 hoat dong co thé theo ECOG:

Chi s6 hoat dong co thé theo ECOG gilip danh gia tinh trang sifc
khoé, hoat dong sinh hoat clia bénh nhan, va 12 mot trong nhitng yéu t6
gitip xdc dinh chi so tién lugng clia bénh. Chi s& hoat dong co thé theo
ECOG & cic bénh nhan trong nghién ctu déu & mic 0 — 1 di€m (54 bénh

nhan — 100%) (Bang 3.11).
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ECOG S6 bénh nhan Ty 1&é %
1 33 61,1
0 21 38,9
Téng 54 100,0

3.6.2.2. LDH/mdu:

LDH/mdu 12 mot trong nhitng yéu t6 ddnh gid tién lugng bénh
lymphom theo chi s6 tién lugng IPI — PIT. Tat ci cdc bénh nhan (100%)
déu c6 két qud LDH/m4du truSc khi diéu tri trong gii han binh thudng
(LDH/méu <230UI/L). Vi LDH/mdu khong thay d6i trong qud trinh diéu tri
bénh.
3.6.2.3. Béta-2-microglobulin/mdu:

Lugng béta-2-microglobulin/méu ting c6 lién quan dén khoi lugng t&
bao budu, va sy ddp tng kém vdi diéu tri. Béta-2-microglobulin/miu
thudng duge ding nhu mot thong s riéng d€ danh gid tién lugng bénh bén
canh chi s6 tién lugng IPI — PIT. Trong 54 trudng hgp, c6 1 trudng hop
(1,9%) c6 ting béta-2-microglobulin/mdu (21441U/ml). Nhu vay, néu xét
riéng yé&u t6 nay, 1 trudng hop (1,9%) cé tién lugng xau trudc diéu tri vdi
ngudng béta-2-microglobulin >2000IU/ml. Con béta-2-microglobulin/ méu
clia 53 (98,1%) bénh nhan c6 gid tri binh thudng trong va sau diéu tri.
3.6.2.4. Ddanh gid giai doan bénh:

Theo bdng Ann Arbor, da s0 cdc trudng hgp (52 ca — 96,3%) & giai
doan I — II, gdm 36 ca (66,7%) giai doan I, va 16 ca (29,6%) giai doan IL
C6 2 ca (3,7%) dugc x&p giai doan IV (Bing 3.12).
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Bang 3.12. P4nh gia giai doan theo Ann Arbor.

Giai doan bénh So ca Ty 1&é %
I 36 66,7
II 16 29,6
v 2 3,7
Tong 54 100,0

Bang 3.13. X&p giai doan theo Ann Arbor cua tirng loai lymphém theo

phan loai REAL/WHO.
Giai doan Ann Arbor ,
REAL/WHO Téng
I 11 IV

Lymphom dang MALT té& bao B 33 9 0 42
Lymphom lan toa t& bao B 16n 2 4 1 7
Lymphom t& bao T ngoai bién 1 3 1 5

Téng 36 16 2 54

Giai doan bénh ludn dugc ddnh gid song song cung v4i phan loai
lymphdm, gidp cho viéc xdc dinh phuong phép diéu tri, cling nhu ddnh gid
tién lugng bénh. Khi xét riéng ting loai lymphom, tat cd cdc ca lymphom
dang MALT t€ bao B thudc giai doan I (33 ca —78,6%), va giai doan II (9
ca — 21,4%). Trong khi d6, 2 truong hdp giai doan IV tuong dng v4i cdc
loai lymphéom do 4c cao, gdbm 1 lymphom lan tod t& biao B 16n va 1

lymphom t€ bao T ngoai bién (Bang 3.13).
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3.6.2.5. Chi so'tién luong IPI va PIT:

Sau khi t6ng hgp cdc yéu td tién lugng theo chi s6 tién lugng IPI (d6i

v6i lymphém dong t€ bao B) va PIT (d6i v6i lymphom dong t€ bao T), da

s0 cdc trudng hop (51 ca — 94,4%) cé nguy co thap (Bing 3.14).

Bang 3.14. Chi s6 tién lugng.

Chi so tién lugng So ca Ty 1é %
Nguy co thap 51 94,4
Nguy cd trung binh-thap 3 5,6

Téng 54 100,0

Trong d6, da sd cdc ca trong cdc nhém lymphdm c6 chi s& tién lugng

thudc nhém nguy co thap v6i 41/42 ca lymphom dang MALT t€ bao B, 6/7

ca lymphdm lan tod t&€ bao B 16n, va 4/5 ca lymphom t€ bao T ngoai bién

(Bang 3.15).

Bang 3.15. Chi s6 tién lugng cua tirng loai lymphom theo REAL/WHO.

REAL/WHO 9
Chi s6 tién lugng Tong
MALT dong B | DLBCL | Lympham T
Nguy cd thap 41 6 4 51
Nguy cd trung binh-thap 1 1 1 3
Tong 42 7 5 54

Chii thich:

- MALT dong B = Lymphém dang MALT té bao B;

- DLBCL = Lymphém lan tod té bao B lon;

- Lymphém T = Lymphoém té bao T ngoai bién;
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3.7. PIEU TRI
3.7.1. Phuong phap diéu tri:

Phuong phép di€u tri chinh 13 hod tri trén tit cd cdc bénh nhin
(100%). Xa tri phdi hgp dude thyc hién trén 6 (11,1%) bénh nhan.

3.7.2. Hoa tri:
3.7.2.1. Phdc do hod tri:

Nhém phdc @6 dugc nhiéu trong diéu tri lymphdm hdc mit 13 cdc
phic dd cé anthracyclin (CHOP/CDOP/CEOP) vdi 44 (81,5%) trudng hop,
gdm 29 (53,7%) phdc d6 CEOP, va 15 (27,8%) phiac d6 CHOP/CDOP. 6
(11,1%) bénh nhan 16n tudi (>65 tudi) va/hoic cé bénh 1y tim mach dudc si
dung phdc d6 khong cé anthracyclin (COPP/CVP/C-P) (Bing 3.16). Ngoai
ra, ¢6 4 (7,4%) trudng hdp c6 dung phdc d6 anthracyclin két hgp khdng thé
don dong rituximab (diéu tri ngdm tring dich).

Bang 3.16. Cac phac d6 ho4 tri trong diéu tri lymphom hdc mit.

Phic db S6 ca Ty 1& %
CHOP/CDOP 15 27,8
CEOP 29 53,7
COPP/CVP/C-P 6 11,1
Rituximab-CHOP/CEOP 4 7,4

Téng 54 100,0

Lua chon phdc dd diéu tri thudng dugc dua trén phan loai lymphom
va giai doan bénh. Theo phin loai lymphom, chiing ta thdy céc trudng hgp
lymphom dd 4c cao (lymphdm lan tod t€ bao B 16n, va lymphom t€ bao T

ngoai bién) déu dung phdc dd cé anthracyclin (CHOP/CEOP), va phic db
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diéu tri ngdm tring dich dugc st dung trong cic trudng hgp 2 lymphém
dong t&€ bao B, gobm (3,7%) trudng hdp lymphdom dang MALT t€ bao B va 2
(3,7%) trudng hop lymphdm lan tod t€ bao B 16n (Bang 3.17).

Bang 3.17. Cac phac do ho4 tri trong diéu tri tirng loai lymphom.

. REAL/WHO ,
Phac do Tong
MALT dong B | DLBCL | Lymphém T

CHOP/CDOP/CEOP 34 5 5 44
COPP/CVP/C-P 6 0 0 6
R-CHOP/CEOP 2 2 0 4

Tong 42 7 5 54
Chii thich:

- MALT dong B = Lymphém dang MALT té bao B;
- DLBCL = Lymphdm lan tod t¢ bao B l6n;
- Lymphom T = Lymphom t€ bao T ngoai bién;

Theo giai doan bénh, phic d6 c6 anthracyclin (CHOP/CDOP/CEOP)
dudc st dung cho moi giai doan bénh. Cdc phdc dd khong c6 anthracyclin
(COPP/CVP/C-P) dugc dung trong 3 (5,6%) truong hgp giai doan I, va 3
(5,6%) trudng hop giai doan II § cac bénh nhan 16n tudi (Bang 3.18).

Bang 3.18. C4c phac d6 ho4 tri trong diéu tri theo giai doan bénh.

. Giai doan Ann Arbor ,
Phac do Tong
I 11 IV
CHOP/CDOP/CEOP 29 13 2 44
COPP/CVP/C-P 3 3 0 6
Rituximab — CHOP/CEQOP 4 0 0 4
Téng 36 16 2 54
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3.7.2.2. Chu ky hod tri:
S6 chu ky hod tri trung binh 1a 6,3%1,4 chu k¥, v6i s6 chu ky it nhat 1a

3, va s& chu ky nhiéu nhat Ia 13.

13 e1
12
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£ 97
S
=
< 8 o e2
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2 7 e?2 ®1
o
@ 6 ‘23 o3 o
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4- o2 o1
3 e1
2
MALT té bao B DLBCL Lymphém T

Biéu d6 3.5. Tan suat so chu ky ho4 tri theo loai lymphdém.

137 *1
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S6 chu ky hoa tri
K

@7 02
7- 02 o1
61 ‘27 @s
5 02
- o1 02
3 o1
Giai doan| Giai doanlll Giai doan IV

Biéu d6 3.6. Tan suit so chu ky ho4 tri theo giai doan bénh.
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Theo cic biéu dd 3.5 va 3.6, chu ky hod tri diy dd (6 — 8 chu ky)
dudc st dung nhi€u nhat v6i 47 (87%) trudng hop, gdom 35 (64,8%) trudng
hgp dung 6 chu ky, 3 (5,6%) trudng hgp dung 7 chu ky, va 9 (16,7%) trudng
hop dung 8 chu ky. C6 5 (9,3%) trudng hdp cé sd chu ky hod tri khong diy
dd (4 — 5 chu ky), tudng tng véi cac bénh nhan 16n tudi (270 tudi). SO chu
ky hod tri khong phu thudc vao loai lymph6om hay giai doan bénh.

Ngoai ra, c6 2 (3,8%) trudng hgp c¢6 chu ky ho4 tri ngoai 1& gdm:

- 1 (1,9%) trudng hgp st dung 3 chu ky hod tri tudng ng vSi bénh
nhan 87 tudi lymphom giai doan I va bénh nhan ti¥ vong do 16n tudi sau dé;

- 1 (1,9%) trudng hgp st dung 13 chu ky hod tri tuong Gng vGi bénh
nhan lymphoém giai doan IV, va t& vong do lymphom khi trong qud trinh
diéu tri.
3.7.2.3. Bién chiing ciia hod tri:

Trong 54 trudng hgp diéu tri, da s& (53 ca — 98,1%) cédc trudng hgp
khong cé tac dung phu cda hod tri. C6 1 (1,9%) trudng hgp vira ¢é doc tinh
huyét hoc do 3, vira ¢6 doc tinh gan do 1, va doc tinh dudng tiéu hod do 1.
Trudng hdp nay tuong tng v4i bénh nhan lymphdm giai doan IV dién ti€n
ndng, bénh nhan dudc thay dsi phdc d6 ho4 tri kém st dung xa tri phdi hgp
nhim gidm tdc dung phu cda thudc. Tuy nhién, bénh nhian nay khong dép

tng vdi diéu tri hod xa tri va t& vong do lymphdm sau dé.

3.7.3. Xa tri phdi hgp:
Trong 54 trudng hop diéu tri, c6 6 (11,2%) trudng hdp bénh nhan

dong y diéu tri xa tri phdi hgp, gom:
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- 4 (7,4%) trudng hop lymphom dang MALT t€ bao B;

-2 (3,7%) trudng hop lymphom t&€ bao T ngoai bién.
3.7.3.1. Liéu xa tri:

Trong 6 trudng hop dudc diéu tri xa tri phdi hop, tong liéu xa tri trung
binh 13 31+13,7Gy, vdi tong liu thap nhat 12 4Gy, va tong liéu cao nhat 1
40Gy, gbm:

- 5 trudng hgp tong licu tir 30Gy — 40Gy (xa tri day di);

- 1 (1,9%) trudng hop bénh nhan lymphdm giai doan IV dién tién
ning dudgc thuc hién 2 dgt xa tri phoi hgp (téng liéu 4Gy), nhung khong c6
hiéu qua va bénh nhin tf vong do lymphdém sau do.
3.7.3.2. Bién chiing ciia xa tri:

C4 6 trudng hdp xa tri phdi hgp déu bién chiing s6m cia xa tri:

- Viém két mac: 5 (83,3%) trudng hop;

- Viém t8 chitc hoe mit: 1 (16,7%) trudng hop.

TAt ca cdc trudng hgp bién chitng sém nay déu xuat hién sau 1 1an xa
tri (liéu 2Gy/1an). Va cdc bién chitng 1an lugt hét hian sau khi két thiic xa tri
tit 1,5 tudn dén 1 théng.

Ngoai ra, tit cd cdc trudng hdp xa tri phoi hdp khong xuat hién cic
bién chitng mudn nhu duc thé thuy tinh, seo gidc mac, khd mit, bénh ly

vong mac do tia xa, ...

3.7.4. K&t qua diéu tri ban dau:
K&t qua diéu tri ban dau dugc danh gid ngay sau khi két thic cdc
phic d6 diéu tri (ho4 tri, hod xa tri).

3.7.4.1. Ddp ving diéu tri ban ddu:
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* Hod tri:

- Ty l¢ ddp ving hod tri:

Trong 54 trudng hop diéu tri hod tri, ty 1& ddp ng diéu tri toan bd 1a
79,6% (43 ca), trong d6 c6 26 (48,1%) trudng hgp 1a ddp dng hoan toan, va
17 (31,5%) trudng hop 1a ddp tng mdt phan (Bing 3.20).

Ngoai ra, c6 2 (3,7%) trudng hdp bénh dién ti€n ning hon trong qud
trinh diéu tri gom 1 (1,9%) ca bi lymphom lan toa t& bao B 16n giai doan IV
va 1 (1,9%) ca bi lymphom t& bao T ngoai bién giai doan IV.

Va 1 (1,9%) trudng hgp bénh tdi phat sau khi két thic diéu tri ban
ddu 12 thdng. Tuy nhién, bénh nhin c¢é ddp ng hoan toan sau khi dudc
diéu tri ho4 tri b6 sung thém 4 chu ky.

Bang 3.19. Ty 1&é d4p @ng diéu tri ho4 tri theo tiéu chuan IWG.

Tiéu chudn IWG S6 ca Ty 1& %
DPap dng hoan toan 26 48,1%
P4p ng mét phan 17 31,5%
Bénhy trang 8 14,8%
Bénh tai phat/ti€n trién 3 5,6%

Téng 54 100,0 %

Céc yé&u t6 gdm do tudi (< hodc 260), chi s6 siic khoé ECOG, phian
loai lymphom, grade mo hoc, giai doan bénh, chi s6 tién lugng, va phic dd
diéu tri dugc xem xét nhu nhitng yé&u td ¢6 thé dnh hudng dén ty 1& ddp tng

diéu tri hoa tri (Bing 3.20).
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Bang 3.20. Phan tich don bi€n cdc y&éu t6 anh hudng dén ty 1& dap Wng

diéu tri cua hoa tri.

Bién so Phan tang (n) P

) >60 tudi (n=18)
Do tudi ) p=0,2
<60 tudi (n=36)

; 1 (n=33)
Chi s6 ECOG p=0,06
0 (n=21)
Lymphdém T (n=5)
Phan loai
DLBCL (n=7) p=0,05
REAL/WHO ’
MALT té€ bao B (n=42)
Grade md hoc cao (n=12) p=0,03 - OR=0,19
Grade m6 hoc )
Grade mo hoc thap (n=42) 95%CI: 0,04 - 0,83
IV (n=2)
Giai doan bénh I (n=36) p<0,001
II (n=16)

Chi s6 tién lugng | Trung binh-thdp (n=3)
. p=0,08
IPI — PIT Thép (n=51)

. COPP/CVP/C-P (n=6)
Nhém phéac do p=0,05
CHOP/CDOP/CEQP (n=48)

Bang 3.20 cho thdy cédc yéu td grade mo hoc clia bénh, va giai doan
bénh c6 4nh hudng dé€n két qua ddp ng diéu tri hoan toan cla diéu tri hod
tri (p<0,05).

- Thoi gian ddp ving diéu tri:
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Khi xét dén thdi gian ddp tng diéu tri, nghién ctfu khio st d&n thdi
gian bit dau cé ddp dng vdi diéu tri va thdi gian c6 ddp tng hoan toan véi

diéu tri.

61 o1

5 @ o1 o
4 ®: o1 Y
i@

2 ‘11

1 .7 | o1 | o1

MALT té bao B DLBCL Lymphom té bao T

Thei gian bat dau dap wng (thang)

Bi€u db 3.7. Tan suit truwong hop theo thdi gian bit ddu dap Wng véi

ho4 tri cta tirng loai lymphom.

Theo biéu db 3.7, trong 43 (79,6%) trudng hdp c6 ddp tng véi diéu
tri, thdi gian bit dau c6 dap ng thay d6i sém nhit 13 1 thang (sau tdi thiéu
1 dgt diéu tri clia phac d0) va mudn nhat 1a 6 thang (sau khi két thic phéc
do diéu tri), vé6i thoi gian trung binh 13 2,8+1,5 thdng; trong d6, da sd cic
trudng hdp (20 ca — 46,5%) c6 thdi gian bit dau dap dng diéu tri la 1 — 2

thang (sau khoang 2 — 3 chu ky ho4 tri).
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7 @92

Thei gian dap rng hoan toan (thang)

3 @2 'Y

2 ®: 1

MALT té bao B DLBCL Lymphém té bao T

Biéu d6 3.8. TAn suit trudng hop theo thdi gian dap wng hoan toan véi

diéu tri ho4 trij ctia tirng loai lymphom.

Trong 26 (48,1%) trudng hdp cé dap dng hoan toan véi diéu tri, thoi
gian c6 d4p ting hoan toan thay d6i sém nhat 12 2 thdng (sau khoang 2 — 3
chu ky ho4 tri) va mudn nhat 12 7 thang (sau khi két thiic phdc db diéu tri),

vdi thdi gian trung binh 1a 4,4+1,5 thang (Bi€u do 3.8).
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Théi gian dap rng hoan toan (thang)

@
1 I I I

1 2 3 4
Thoi gian bat dau dap wng (thang)

Biéu @6 3.9. Tuong quan thoi gian biat diu dap dng va thoi gian ddp
iing hoan toan trong diéu tri ho4 tri.

Theo bi€u dd 3.9, cic trudng hdp dap tng hoan toan vdi diéu tri 1a
nhitng trudng hop c6 thdi gian bit ddu ddp tng diéu tri sém (1 - 4 thdng), va
da s6 cdc trudng hgp (19 ca - 73%) mat khodng 1 - 2 thdng d€ c6 ddp tng
hoan toan ké tir khi bit ddu c6 ddp tng vdi diéu tri. Pong thdi, thdi gian
ddp tng diéu tri khong khdc biét giita cdc loai lymphom.

* Xa tri phoi hop:
K&t qud cta xa tri d6i v6i bénh nhan lymphom MALT t€ bao B cho

thdy 3/4 (75%) trudng hgp c6 két qud ddp dng hoan toan, va 1/4 (25%)
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trudng hop c6 két qui bénh y trang. Cic trudng hop diéu tri c6 ddp tng
hoan toan sau xa tri vdi thdi gian d4p ¥ng hoan toan 1a 10 - 11 thang ké tir
khi bit dau diéu tri. Riéng 1 (1,9%) trudng hop lymphdm t&€ bao T ngoai
bién giai doan IVg, bénh dién ti€n ning hon du da diéu tri hod xa tri phoi
hgp, va bénh nhin t& vong do bénh sau dé.

* Két qud diéu tri tong hop:

K&t qua diéu tri ban dau dudc ddnh gid sau khi két thic cdc phac dd
diéu tri (hod tri don thuin, hay hod xa tri phdi hdp). Sau khi két thic diéu
tri ban dau, c6 30 (55,6%) trudng hop ddp dng hoan toan, 14 (25,9%)
trudng hgp ddp tng mot phan vé6i diéu tri, 8 (14,8%) trudng hdp bénh y
trang, va 2 (3,8%) trudng hgp bénh tién trién ning (Bang 3.21).

Bang 3.21. Ty 1é dap @ng diéu tri ban dau theo tiéu chuin IWG.

Tiéu chudn IWG S6 ca Ty 1& %
Pap dng hoan toan 30 55,6%
P4p ng mét phan 14 25,9%
Bénhy trang 8 14,8%
Bénh tai phat/ti€n trién 2 3,7%

Tong 54 100,0 %

3.7.5. K&t qua diéu tri khi k&'t thic nghién citu:
3.7.5.1. Tinh trang cudi:

Qua theo doi 54 trudng hgp diéu tri, thdi gian theo ddi ngidn nhat 13 6
thing va dai nhat 1a 50 thdng, véi thdi gian theo ddi trung binh la
31,41+10,32 thing.
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Bang 3.22. Tinh trang cudi ctia bénh nhan lymphém héc mit.

Tinh trang cudi So ca Ty 1é %
Song khong bénh 30 55,6%
Song con bénh 21 38,9%
T vong do bénh lymphom 2 3,7%
T\ vong do nguyén nhan khéc 1 1,9%
Téng 54 100,0%

Theo bang 3.22, tai thdi diém két thic nghién cttu, c¢6 30 (55,6%)

trudng hgp song khong bénh, 21 (38,9%) trudng hgp song con bénh, va 3

(5,6%) trudng hdp tir vong gom 2 (3,7%) trudng hop tif vong do bénh

lymphom va 1 (1,9%) trudng hdp t& vong do gia.

Khi xét dén tinh trang cudi clia cdc nhém lymphom theo phan loai

REAL/WHO, nghién ctu cho thdy sy twong quan gifta tinh trang cudi va

cdc nhém lymphdom theo phan loai REAL/WHO c6 y nghia thong ké

(p=0,03 < 0,05) (Bang 3.23).

Bang 3.23. Tudng quan giita tinh trang cudi va cidc loai lymphém theo

phan loai REAL/WHO.
; Phén loai REAL/WHO ,
Tinh trang cudi Tong
MALT | DLBCL | Lymphém T

Song khong bénh 27 2 1 30
Song con bénh 14 4 3 21
T vong do bénh lymphom 0 1 1 2
T vong do nguyén nhin Khéc 1 0 0 1

Tong 42 7 5 54
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Chii thich:
- MALT = Lymphém dang MALT té bao B;
- DLBCL = Lymphém lan tod té bao B lon;

- Lymphom T = Lymphom té€ bao T ngoai bién;

Theo bang 3.23, lymphom dang MALT t€ bao B ¢6 75% trudng hgp
song khong bénh, va 38,9% trudng hgp song con bénh, va khdng c6 trudng
hgp tt vong do bénh lymphom. Lymphom lan tod t€ bao B 16n c6 4/7
(57,2%) trudng hdp song con bénh, va lymphdm t€ bao T ngoai bién ¢ 3/5
(60%) trudng hop sdng con bénh. Lymphom lan tod t€ bao B 16n va
lymphom t€ bao T ngoai bién c6 1 trudng hdp t& vong do lymphdém cho mdi
loai.

Bang 3.24. Tuong quan giita giai doan bénh va tinh trang cudi cia bénh

nhan lymphém hdc mit.

Giai doan Ann Arbor ,
Tinh trang cudi Tong
I 11 1A%
Song khong bénh 28 2 0 30
Song con bénh 7 14 0 21
T vong do bénh lymphom 0 0 2 2
T vong do nguyén nhian khéc 1 0 0 1
Tong 36 16 2 54

Theo bdng 3.24, cic trudng hgp t& vong déu la cdc trudng hdp
lymphom d6 4c cao giai doan mudn IVg, Va trong nhém séng khdng bénh,

lymphom giai doan Ig, chi€m da s6 (28/30 trudng hop — 93,3%). Con trong
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nhém so6ng con bénh, lymphdm giai doan Ilg, chi€m da s6 (14/21 trudng
hdp — 66,7%). Nghién citu nay cho thiy sy twdng quan gita giai doan bénh

va tinh trang cudi ctia bénh cé y nghia thong ké (p<0,001).

3.7.5.2. Séng con toan bj:
Ty 1& s6ng con toan bo clia lymphom hdc mit sau 3 nim 12 94,2%

(Bi€u d6 3.10).

1.0 .

0.97

0.8

0

0.7

toanb

0.6

0.5

€ séng con

0.4

Tyl

0.3+

0.2

0.1+

|l 1 Ll I 1 1 1 I 1 1 1
0 5 10 15 20 25 30 35 0 45 50
Thoi gian theo déi séng con toan bé
oA A A . oA X A PN bN A
Biéu do 3.10. S¢ do Kaplan-Meier biéu dién séng con toan b cua

lymphom héc mit.

C4c yéu t6 4nh hudng dén s6ng con toan bo 13 giai doan bénh, va chi

s0 tién luong bénh (p<0,05, do tin cdy 95%) (Bang 3.25).
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Bang 3.25. Phan tich don bién cdc y&€u téo anh huéng song con toan bo.

Bién s Phan tang (n = s6 bénh nhan) p

) >60 tudi (n=18)
bo tudi . p=1,0
<60 tudi (n=36)

1 (n=33)
Chi s6 ECOG p=0,3
0 (n=21)
Lymphdm T ngoai bién (n=5)
Phan loai
DLBCL (n=7) p=0,1
REAL/WHO

MALT t&€ bao B(n=42)

Grade md hoc cao (n=12)
Grade mo hoc ; p=0,1
Grade mo6 hoc thiap (n=42)

IV (n=2)
Giai doan bénh | II (n=16) p=0,002
I (n=36)
) Trung binh-thip (n=3) p=0,006 — OR=100
Chi s tién lugng )
Thép (n=51) 95% CI: 4,5 — 2245,1

R COPP/CVP/C-P (n=6)
Phéc d6 hoa tri p=0,3
CHOP/CDOP/CEOP (n=48)

. Khong dép ung (n=11)
bép tng di€u tri .
R Pap tng mot phan (n=14) p=0,08
ban dau
bép ung hoan toan (n=29)
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Theoi gian theo déi séng con toan bé
Bi€u d6 3.11. So d6 Kaplan-Meier bi€u dién séng con toan b cia cac

loai lymphom theo phan loai REAL/WHO.

Theo bi€u @6 3.11, ty 1& song con toan bd 3 nim clia ting loai
lymphdm nhu sau:

- Lymphom MALT t€ bao B 1a 97,6%;

- Lymphom lan tod t€ bao B 16n 1a 85,7%;

- Lymphom t€ bao T ngoai bién 1a 80%;

Ty 1€ sdng con toan bd clia cdc loai lymphdm khong cé sy khic biét

¢6 ¥ nghia thong ké (log-rank, p=0,17, d9 tin cdy 95%).

3.7.5.3. Song con khong bénh:
Ty 1& song con khong bénh 3 nim cda lymphdm hdc mit 1a 55,6%

(Biéu dd 3.12).
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Theoi gian theo d6i séng con khéng bénh

Bi€u d6 3.12. So d6 Kaplan-Meier bi€u dién song con khong bénh ciia

lymphém héc mit.

Céc y€u t6 anh hudng d€n song con khong bénh 13 dd tudi dudi 60

tudi, chi s6 stic khoé ECOG, grade mo hoc, giai doan bénh, phic d6 hod tri,

va dép tng diéu tri ban diu (p<0,05, do tin cay 95%) (Bang 3.26).

Bang 3.26. Phan tich don bi€n cic y&u té anh huéng song con khong bénh.

Bié&n so

Phan tang (n = s6 bénh nhan)

p

260 tudi (n=18)

p=0,008 — OR=5,9

b6 tudi ,
<60 tudi (n=36) 95%CI: 1,7 - 20,7
’ 1 (n=33) p=0,005 - OR=6,5
Chi s6 ECOG
0 (n=21) 95%CI: 1,8 — 23,8
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Phan loai

REAL/WHO

Lymphdom T ngoai bi€n (n=5)
DLBCL (n=7)
MALT t€ bao B (n=42)

p=0,06

Grade mo hoc

Grade md hoc cao (n=12)

Grade m6 hoc thap (n=42)

p=0,02 — OR=5,4
95%CI: 1,3 - 23,0

Giai doan bénh

IV (n=2)
1 (n=16)
I (n=36)

p<0,001 - OR=24,5
95%CI: 4,5 - 131,1

Trung binh-thip (n=3)

Chi s6 tién lugng ; p=0,08
Thap (n=51)
. COPP/CVP/C-P (n=6)
Phac do hoa tri p=0,005
CHOP/CEOP (n=48)
Didp tng diéu tri | Khong ddp tng (n=10)
p<0,001

ban dau

Co6 dap ung (n=44)
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Thoi gian theo déi séng con khéng bénh
Bi€u d6 3.13. So d6 Kaplan-Meier biéu dién song con khong bénh ciia

cac loai lymphom theo phin loai REAL/WHO.

Theo bi€u dd 3.13, ty 1& song con khong bénh 3 nim cda timg loai
lymphom nhu sau:

- Lymphom MALT t€ bao B 1a 64,3%;

- Lymphom lan tod t€ bao B 16n 12 28,6%;

- Lymphom t& bao T ngoai bién 1a 20%;

Ty 1€ sdng con khong bénh cia cédc loai lymphom khong c6 sy khdc

biét ¢6 y nghia thong ké (log-rank, p=0,06, do tin cay 95%).
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CHUONG 4: BAN LUAN

4.1. CAC PAC PIEM DICH TE

4.1.1. Pic di€ém vé tudi:

Trong nghién cifu ndy, dd tudi phat hién bénh dan trdi tir 20 dén 87

tubi v4i tudi trung vi la 53,5. Khi d6i chi€u véi cac nghién ctu khac, dic

di€m vé tudi ctia nghién cttu nay cho thdy do tudi phat hién bénh tré hon

(Bang 4.1).

Bang 4.1. Piic diém vé tudi qua mot s6 nghién cifu.

Pic di€m vé tudi P tudi Trung vi

Liang (1991)[92] 14-171 53,0
Lee (2005)[91] 21 - 80 44,0
Tanimoto (2007)[138] 15-90 57,5
Oh (2007)[109] 1-87 44,5
De Cicco (2009)[46] 33 - 88 62,0
Alkatan (2013)[27] 11-91 36,0
Eckardt (2013)[57] 42 — 88 57,7
Gerbino (2014)[71] 32 - 82 -

Nghién citu nay (2015) 20 - 87 53,5

Né&u xét riéng véi cdc nghién citu thyc hién tai chdu A gém Liang

(1991 — Hong Kong)[92], Lee (2005 — Han Qudc)[91], Tanimoto (2007 —

Nhat)[138], va Oh (2007 — Han Qudc)[109], nghién cifu nay cho thiy c6 su
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tuong dong vé do tudi phat hién bénh. Pic biét, nghién citu ciia Alkatan
(2013 — Arap Saudi)[27] cho thdy tudi trung vi khd tré (36 tudi) so vdi céc
nghién ctu khac (Bing 4.1).

b6 tudi mic bénh thudng gip la trén 50 tudi (Biéu dd 3.1), phu hgp

v6i dif liéu trong cdc y van va cdc nghi€n cttu khac[35],[70],[74],[88].

4.1.2. Pic diém vé gii:

Bang 4.2. Pic diém vé gidi qua cac nghién ciu.

Pic di€m vé gidi So lugng nam:nit Ty 1¢ nam:nit
De Cicco (2009)[46] 20:27 1:1,3
Alkatan (2013)[31] 28:12 2,3:1
Eckardt (2013)[57] 4:7 1:1,8
Gerbino (2014)[71] 12:8 1,5:1
Nghién ciu nay (2015) 44:10 4,4:1

Trong nghién citu nay, ty 1& nam:nit xap xi 4:1. P6i chi€u cdc nghién
citu khéc, ching t6i thdy c6 sy khdc biét vé ty 1&é mic bénh giita nam:ni
giffa cdc nghién ctfu v6i nhau. Pa s6 ty 1& nam:n{f midc bénh gan tuong
duong nhau (Bing 4.2). Nhung ciing c6 mot s6 nghién citu c6 su khic biét
o gilfa ty 1& nam:nif véi ty 16 nam mic bénh nhiéu hon nit nhu Liang

(1991)[92] (nam:nif = 2,4:1), Alkatan (2013)[31] (nam:n@ = 2,3:1).

4.2. CAC PAC PIEM KHOI PHAT BENH

4.2.1. Piic diém cac dau hiéu khéi phat:
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Céc dau hiéu khédi phdt trong nghién cifu, bao gdm u hdc mit sd
cham qua mi mit (41 ca — 75,9%), 16i mit, 6 dau mit, sung né mi, phit né
mi, com x6n, chdy nudc mit, hach ving, 13 nhitng bi€u hién chung thudng
thdy & mdt bénh nhan bi u h6c mit. Cac triéu ching nay thudng xuat hién
don doc mot minh (87% céc trudng hgp)(Bang 3.1).

Bang 4.3. Piic diém cdc dau hiéu khéi phat trong ciac nghién cdu.

Triéu . Chay
Loi Po Phu | Com | Song Giam | Sup
chitng U mi } i nuéc
mat dau mi x0n thi ; thilgyc | mi
khdi phat mat
Nola(2004)
62,5% | 16,7% | 8,3% - - - - 16,7% | 20,8%
[107]
Lee (2005)
65% 24% - 35% | 21% | 11% 8% - -
[91]
Sjo (2009)
43,8% | 25,7% | 22,9% - 14,3% - - - -
[126]
Eckardt
55% 46% | 36% - - - 18% - -
(2013)[57]
Nghién
cdunay |759% |14,8% | 5,6% |7,4% | 3,7% | 1,9% | 1,9% - -
(2015)

Khi lugc qua mdt s6 nghién citu khdc, cdc triu chitng khéi phét ctia
lymphom h&c mit gdm nhiéu triéu ching khdc nhau véi tan sudt xudt hién
cling khac nhau tuy theo tirng nghién citu (Bang 4.3).

Trong da so cdc nghién cifu, ké cd nghién cu nay ciia ching t6i, hai
triéu chiing khdi phat xuit hién nhiéu nhit 12 u hdc mit s& cham qua mi
mit va 16i mit, va cdc dau hiéu khdi phdt thudng xuat hién cuing ldc tir hai

triéu ching trg 1én.
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4.2.2. Piic diém thoi gian phat hién bénh:

Thoi gian phat hién bénh cé thé tir 1 thidng dén 96 thang, vdi thdi
gian ph4t hién bénh trung vi 1a 6,0 thang. Khi déi chi€u véi cdc nghién ciu
khic, khong thdy sy khdc biét vé thdi gian phat hién bénh cda nghién ciu
nay (Bang 4.4).

Bdang 4.4. Thoi gian phat hién bénh qua cdc nghién cifu (don vi: thang).

Pic di€m thdi gian phat hién Bién do Trung vi
Nola (2004)[107] 1-40 6,0
Lee (2005)[91] 0,3-72 10,7
Sjo (2009)[126] 2-24 7,0
Nghién cidu nay (2015) 1-96 6,0

Qua phan tich Bdng 3.3, thdi gian phat hién bénh ngin, cap tinh (1 —
3 thdng) thudng x4y ra & nhitng bénh nhan c6 cdc dau hiéu khdi phat cap
tinh, gdy khé chiu, 4nh hudng dén sinh hoat clia bénh nhan nhu dé mit,

sung né mi, song thi.

4.3. CAC PAC PIEM LAM SANG
4.3.1. Piic diém mit bi bénh:

Trong nghién ctu, c6 52 (96,2%) bénh nhin lymphém & mot bén
mit, vd 2 (3,8%) bénh nhan bi & hai mit. Cdc nghién cdu khdc ciing cho

thay da s6 cdc trudng hgp thudng bi § mot bén mit (Bang 4.5).
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Bang 4.5. Piic diém mit bi bénh qua cac nghién citu (s6 ca/(%)).

Mit phai Mit trai Hai miit
Nola (2004)[107] 13 (54,2%) 11 (45,8%) -
Benabid (2005)[22] 10 (45,5%) 7 (31,8%) 5(22,7%)
Tanimoto (2006)[137] 15 (41,7%) 16 (44,4%) 5(13,9%)
Hatef (2007)[78] 20 (46%) 15 (35%) 8 (19%)
Alkatan (2013)[27] 29 (47,5%) 18 (45%) 3(7,5%)
Nghién citu nay (2015) 26 (48,1%) 26 (48,1%) 2(3,8%)

Cé4c nghién citu cho thdy da s6 cdc trudng hgp lymphdom hoc mit

thudng bi § mot mit, va khong c6 su khdc biét gitta mit phai va mit trdi.

4.3.2. Pic diém thi lyc:

64,8% bénh nhan c6 thi lyc t6i da 10/10, va khong c6 bénh 1y & mit.
Va 35,2% bénh nhin c6 thi lyc thap hon 9/10 déu c6 tdn thuong & mit hodc
duc thé thuy tinh (27,8%) va bénh 1y véng mac — hoang diém (7,4%). Nhu
vay, trong nghién cttu nay, khong c6 trudng hdp nao bi giam thi luc do bénh
lymphom hoc mit.

Khi lugc qua mot s& nghién citu, chiing tdi thdy c6 xuat hién cic
trudng hgp gidm thi luc § bénh nhan lymphom nhu Gaag (1984)[66], Liang
(1991)[92], Fung (2003)[65], Nola (2004)[107], Schick (2004)[122], Hatef
(2007)[78], va Song (2008)[128]. Trong hau hét cic nghién cifu nay, cic
trudng hop gidm thi luc khong c6 mo ta cdc dau hiéu ton thuong & than kinh
thi va/hodc vong mac/nhin ciu. Riéng nghién citu cia Hatef (2007)[78] c6

md t3 o 2 trudng hop (5%) gidm thi luc do chén ép than kinh thi cia khoi u
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& héc mit. Trong khi d6, cdc nghién cttu clia Liang (1991)[92] va Fung
(2003)[65] c6 ty 1& bénh § giai doan III — IV khd cao, 1an lugt 13 70,6% va
25%; do d6, diy c6 thé 1a nguyén nhin bénh giy 4nh hudng dén than kinh
thi va/hodc nhdn ciu va giy gidm thi lyc. Trong nghién citu clia Schick
(2004)[122], c6 6/15 trudng hdp bi gidm thi lvc gdm 4 trudng hop teo gai, 1
trudng hdp phu gai, 1 trudng hdp phd kém xuit huyé&t gai thi hai bén do u
tuyén yén. Nhu vy, mic di hi€m gip, thi luc cia bénh nhan lymphém hdc
mit c6 thé bi dnh hudng néu cic tdn thuong lymphdm giy chén ép than
kinh thi hau cau.

4.3.3. Piic di€m ctia u hoc méit qua kham lam sang:

Trong nghién ciu ndy, ddu hiéu u hdc mit s& cham dudc qua khdm
1am sang chi€m da s6 (49 ca — 90,7%)(Béng 3.4).

So véi cdc nghién citu cia cic tdc gid khdc, ching tdi nhan thy dau
hiéu u hdc mit sd cham dudc 12 dau hiéu chinh cla bénh. Ty 1& xuat hién
ctia d4u hiéu nay thay ddi tir 62,5% dén 100% (Bang 4.6).

Bang 4.6. Tan suit dau hiéu u hdc mit s¢ cham qua dau hiéu khéi phat

va qua kham lam sang trong cac nghién ciu.

U héc mat D4u hiéu khéi phat Dau hién 1Am sang
(%) (%)
Fung (2003)[65] 64 100,0
Nola (2004)[107] 62,5 62,5
Sjo (2009)[126] 43,8 68,6
Eckardt (2013)[57] 55 82,0
Nghién ciu nay (2015) 75,9 90,7
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Ngoai ra, theo bing 4.6, mdt s& nghién cifu déu cho thay ty 1& u hdc
mit s§ cham khi khdm 1am sang ting hon so vdi dau hiéu khdi phét, nghia
la dau hiéu u héc mit s§ cham doi khi khong giy khé chiu, lo ling cho
bénh nhan d€ trd thanh 1y do cho bénh nhan di khim bénh.

C4c khoi u hdc mit trong nghién cttu nay chd yéu nim & hdc mit goc
tu thdi duong trén (21 ca — 42,9%), ti€p d6 1a § hdc mit géc tw mii trén (10
ca — 20,4%), it gip & hoc mit duéi (15 ca — 30,6%). Géc tu thai duong trén
twong ng vdi viing tuyén 1& 12 mot trong nhitng noi ¢c6 md dang lymphod
(MALT) nhiéu nhit trong héc mit, nén cé thé xudt hién tdn suit cao
lymphom hoc mit & ving nay.

Ngoai ra, cic dic di€m khac vé khdi u hoc mit trén 1dm sang khong
c6 dau hiéu dic trung d€ gidp chdn dodn xdc dinh bénh, cling nhu tién
lugng diéu tri bénh. Trong qud trinh thuc hién nghién ciu, bi€u hién u héc
mit lién ké&t v6i u két mac mau dé hong gidp goi y dén cdc u md lymphd
néi chung (lymph6ém, ting sdn md lympho lanh tinh), nhung khong gidp

chan dodn xdc dinh bénh lymphom.

4.3.4. Céc dic di€ém lam sang khic:

Ngoai d4u hiéu 1dm sang u hoc mit sd cham dudc, bénh nhan con c6
thé ¢6 cdc bi€u hién 1am sang khdc gdm 16i mit (38,9%), sup mi (11,1%),
va rdi loan van nhin (7,4%). Mot s6 nghién citu ciing cho thiy, ngoai diu
hiéu u hdc mit s& cham, 16i mait va sup mi la nhitng bi€u hién 1am sang

thudng gip & bénh nhan lymphom héc mit (Bang 4.7).
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Bang 4.7. Cac triéu chitng 14m sang khic qua cdc nghién ciu.

Triéu chirng 1am sang | Léi mit | Sup mi | R&iloan van nhdn | Phi canh héc mit
Ghasemi (2003)[82] 10% - - 2,5%

Sjo (2009)[126] 31,4% 13,3% - -

Nghién citu nay (2015) | 389% | 11,1% 7,4% -

Nhu vay, ddu hiéu chinh clia lymphdm hdc mit 1a khoi u s duge &
ving hdc mit (d4u hiéu khéi phét ciing nhu ddu hiéu 14m sang). Ngoai ra,
con ¢6 dau hiéu 1am sang khéc it gidp hon. Tuy nhién, cdc diu hiéu 1am
sang nay khong chuyén biét, va khong gitip chan dodn xdc dinh lymphdm
h&c mit. Trong qud trinh thyc hién nghién ciu va thyc t€ 1am sang, c6 rat
nhi€u trudng hgp u hdc mit c6 dién tién tuong tw lymphdm hdc mit, va chi
dudc chan dodn xac dinh dua vao két qua gidi phiu bénh. Va tén thuong thi
luc rat hi€m gdp & bénh nhan lymphom h&c mit, va x4y ra & nhitng trudng

hop khdi u hau ciu hoic lan ra dinh hdc mit gy chén ép than kinh thi.

4.4. CAC PAC PIEM HINH ANH HQOC TREN CT SCAN/MRI
Hinh 4nh hoc CT scan/MRI gitip x4c dinh c6 u h6c mit (100%) trén
nhitng trudng hgp khong s& cham dudc khoi u khi khdm 1am sang (9,3%).
C6 su tuong dong nhat dinh khi d6i chi€u véi mdt nghién citu khic vé
dic di€ém hinh 4nh hoc ctia lymphdm hoc mit (Bing 4.8), v6i da s6 u & mot

mit, khu trd 8 mot viing, va thudng gip & hdc mit thii duong trén.
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Bing 4.8. Piac diém CT scan/MRI ciia lymphém héc mit qua céc

nghién ciu.

CT scan/MRI Nghién ciu nay Priego (2012) | Gerbino (2014)
(2015) [115] [71]
S& bén mat
Mot mit 52 (96,2%) 18 (94,7%) 20 (100%)
Hai mit 2 (3,8%) 1(5,3%) -
So vung géc tu
Mot vung 33 (66,1%) 12 (63,1%) 20 (100%)
Hai ving 14 (25,9%) 5(26,3%) -
Ba vung 5(9,3%) 2 (10,6%) -
Toan bd hoc mit 2 (3,7%) - -
Vi tri géc tu wu the&
Thai duong trén 24 (44.,4%) 11 (57,9%) 9 (45%)
Mii trén 11 (20,4%) 5(26,3%) 7 (35%)
Miii dudi 9 (16,7%)
3(15,8%) 4 (20%)
Thai duong dudi 8 (14,8%)
Toan bd hoc mit 2 (3,7%) - -

Ngoai ra, h6c mit thudng dugc chia 1am 2 ving ndi chép va ngoai
chép. Lymphom hoc mit, it khi khu tri hodc trong ndi chép hoidc ngoai
chép, thudng dm sat (dau dic khudn) theo céc ciu tric nhu thanh nhin ciu,
cd van nhan d€ lan tod cd ving ndi — ngoai chép. Céc dic diém khac ciia
lymphom héc mit trén CT scan/MRI nhu d6 phdn 4m, gidi han, dd bit
thuéc cdn quang khong cé gid tri trong chin doin xdc dinh bénh. CT

scan/MRI c6 thé gitip xdc dinh tinh trang xAm 14n cta bénh ddi vdi cic td
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chic quanh héc mit. Trong nghién cttu nay, c¢6 1 (1,9%) trudng hogp xdc
dinh dugc lymphdm héc mit xam 14n qua xoang va héc mili cling bén mit
bénh.

Nhu vy, cdc két qui dic di€m hinh dnh hoc trén CT scan/MRI
khong dic trung, va khong giip chin doin xdc dinh bénh lymphdm. Céc
gdi y chan dodn ctia CT scan/MRI cin phai chdn dodn phan biét v6i mot s&
loai u hoc mit khdc nhu ting sin m6 lymphd lanh tinh, u gid viém, cdc
dang u tuyén 1¢, ... Tuy nhién, CT scan/MRI gitp cdc béc si ngoai khoa c6
thé dinh huéng d€ thyc hién phiu thuit sinh thi€t u 1am gidi phidu bénh
nhiam chin dodn xac dinh bénh[49],[58]. Va thong qua ddnh gid cac t& chic
quanh héc mit (hdc miii, cdc xoang), CT scan/MRI gép phan cung cip
thong tin d€ xdc dinh giai doan bénh cia lymphom hdc mit; va trong qué
trinh theo ddi trong va sau diéu tri, CT scan/MRI gitip d4nh gid sy dédp ing
diéu tri cda bénh.

Tém lai, khdo sat hinh 4nh hoc CT scan/MRI gidp xdc dinh cdc van
dé sau: (1) C6 u héc mit hay khong, khi khong s& cham dugce cdc khdi u
nay trén lam sang? (2) Né&u co, vi tri ctia cdc khdi u ndy & dau trong hdc
mit? (3) N&u c6, cic khdi u ndy c6 dnh hudng dén cac mo hoc mit xung
quanh hay khong? (4) Mit con lai ¢6 bi bénh tuong ty hay khong? (5) Cic

kh&i u nay c6 lan céc cdc t6 chifc xung quanh hay khong?.

4.5.PAC PIEM GIAI PHAU BENH VA PHAN LOAI
Khi nhuém HE thudng quy, khong ¢6 hod md mién dich, két qud gidi
phAu bénh ¢ 52 (96,3%) ca lymphom 4c tinh, va 2 (3,7%) ca ting sdn mo

lymph6 lanh tinh. Khi ¢c6 hod md mién dich, 2 ca lanh tinh nay déu 13
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lymphom biét hod cao d6 4c thap. Theo AAO[29], c6 khodng 90% cic chan
dodn ting sin md lympho lanh tinh c6 dic diém ting sinh don dong cia t&
bao lymphd (lymphdom) dua trén hod md mién dich va di truyén phan ti.

Ngoai ra, dya vao két qua gidi phdu bénh don thuian dé phan loai do
4c tinh va dién ti€n cla bénh theo phan loai WF, ching ta thay 42 (77,7%)
ca lymphdm bao nhd do 4dc thap dién ti€n chadm; tuy nhién, khi nhudém ho4
md mién dich, ¢6 2 ca trong 42 ca nay (chi€ém 4,8%) 1a lymphom t€ bao T
ngoai bién c6 do ac cao dién tié€n nhanh. Hon nita, theo phan loai WF, trong
6 ca lymphom lan tod loai t€ bao 16n do 4c trung binh, c6 5 ca lymphdém lan
tod t&€ bao B I6n dd 4c trung binh va 1 ca lymphom t€ bao T ngoai bién do
4c cao theo phan loai REAL/WHO. Va trong 2 ca lymphom lan toé loai hon
hop t€ bao do 4c trung binh, c6 1 ca lymphom lan tod t€ bao B 16n do ac
trung binh va 1 ca lymphom t€ bao T ngoai bién dd 4c cao theo phan loai
REAL/WHO (Bang 3.11). Nhu vy, c6 t5ng cong 4 (7,4%) ca dudc x&p lai
dd 4c tir d6 4c thap/trung binh (theo phan loai WF) thanh do 4c cao (theo
phan loai REAL/WHO), c6 4nh hudng nhat dinh dén yéu t6 tién lugng
bénh, lya chon phic d6 diu tri, va két qua diéu tri bénh. K&t qua khic biét
nay cho thdy gid tri clia hod mo mién dich trong chdn don gidi phiu bénh.

Khi lugc qua cdc nghién citu khdc, lymphom dong t&€ bao B ciing
chi€m da s6 (93% - 98%), va lymphom MALT t€ bao B 1a loai lymphom
thudng gip nhat (41% - 82%)(Bang 4.9).
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Bang 4.9. Cic loai lymphom theo phin loai REAL/WHO trong cic

nghién ciu.

S6 ca | MALT| FL | MCL | SLL | DLBCL |LPL | Dong |Khic
Téc gia
MN) | (%) | (%) | (%) | (%) | (%) |(%)|T(%)| (%)
McKelvie (2001)
70 63 17 3 3 11 - 3 -
[100]
Sasai (2001)[121]| 32 81 - 13 3 - - 3 -
Hatef (2007)[78] | 43 44 21 7 5 21 - 2 -
De Cicco (2009)
47 81 - 6 - 11 - - 2
[46]
Eckardt (2013)
11 82 - 9 - 9 - - -
[57]
Gerbino (2014)
20 45 15 30 - 10 - - -
[71]
N/ciu nay (2015)| 54 78 - - - 13 - 9 -
Chii thich:

MALT: lymphém dang MALT té bao B;
FL: lymphom dang nang;

MCL: lymphém té bao do nang;

SLL: lymphém lymphé bao nhd;

DLBCL: lymphém lan tod té bao B 16n;
LPL: lymphém dang tuong bao lympho;
Dong T: Cdc loai lymphém dong té€ bao T;

Khdc: Cdc loai lymphém khdc ngoai cdc loai da néu trén;

Tat c& cdc lymphom dong t&€ bao T (5 ca — 100%) 1a lymphom t€ bao
T ngoai bién. Trong c4c nghién citu khdc, lymphdm dong t&€ bao T ciing it

xudt hién, ddng thdi ngoai lymphom t&€ bao T ngoai bién, con cé thé c6
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lymphom t& bao T diét ty nhién, lymphdm t& bao 16n thodi sdn, lymphdm t&
bao T G da, ...[27],[78],[89],[100],[121].

Tém lai, gidi phdu bénh hod md mién dich ¢ vai trd quan trong
trong chin dodn xdc dinh, cling nhu phin loai lymphdm theo phan loai
REAL/WHO[49],[58]. Loai lymphdm hdc mit thudng gip la cdc lymphom
dong t€ bao B, trong d6 lymphom dang MALT t& bao B chi€m da s6, ti€p
dén 1a cac lymphdm lan tod t&€ bao B 16n, lymphom dang nang, lymphom t&
bao v, lymphdm lymphd bao nhd. Lymphom dong t€ bao T hi€m gip
trong lymphom hdc mit, va thudng 1a lymphom t€ bao T ngoai bién,

lymphom t€ bao T diét ty nhién.

4.6. CAC PAC PIEM PANH GIA GIAI POAN VA TIEN LUGNG
4.6.1. TAm sodt cdc vung trén co thé:

Sau khi xdc dinh chin dodn lymphom hdc mit bing gidi phidu bénh
hod mo6 mién dich, khdm va xét nghiém tdm sodt toan than cin dugc thuc
hién dé gitip khdo sit, ddnh gid cdc ton thuong lymphom ngoai hach & cic
viing khac ngoai hdc mit. Siéu 4m c6, siéu 4m bung tdng quat, X quang
phdi thang, CT scan/MRI toan than, PET CT la nhitng xét nghiém thudng
dudc st dung trong tAm soat cdc lymphom trén cd thé.

Trong nghién citu nay, khi tim sodt toan thin qua khdm 1am sang va
chdn dodn hinh 4nh, c6 thé phat hién thém 14 (25,9%) trudng hop c6 ton
thuong hach vung, ciing nhu 1 (1,9%) trudng hgp xAm 14n miii xoang cing
bén, va 1 (1,9%) trudng hgp c6 ton thuong xdm ldn miii xoang va tdn
thuong & tinh hoan. Theo y viin va cic huéng din diéu tri, khim 1am sang

va xét nghiém chan dodn hinh dnh bit budc phai thuc hién trén nhitng bénh
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nhin lymphdm ngoai hach néi chung va lymphom hdc mit néi riéng dé
gitp d4anh gid toan bd cdc ton thudng toan thin ciing nhu gidp phin giai
doan va xdc dinh y&u to tién luong trude diéu tri.

K&t qui tuy do clia tit cd cdc bénh nhain trong nghién cifu nay déu
binh thudng, phit hop véi két qud clia mot s6 nghién citu khac[84],[107],
[110],[118],[146].

Nghién ctu ciia Rasmussen (2013)[116] trén bénh nhin bi lymphom
lan tod t& bao B 16n, 6/30 (18%) bénh nhin c6 ton thuong & tuy xuong, va
nghién cifu ciing cho thdy cdc bénh nhan cé ton thudng & tuy xuong cé két
qui xau hon so vdi cdc bénh nhian khong cé ton thuong & tuy xuong (thdi
gian sdng toan bd trung binh 12 9 thing so vdi thdi gian s6ng toan bo trung
binh 1a 36 thang, log-rank, p=0,0003).

4.6.2. Cac y&u té danh gia tién lugng:
4.6.2.1. Chi s6 hoat dong co thé theo ECOG:

Chi s hoat dong cd thé theo ECOG cilia cic bénh nhan bi lymphdm
h&c mit thudng tdt. Trong nghién cttu ndy, tit cd cdc trudng hdp déu c6 chi
s6 hoat dong co thé theo ECOG 1a 0 — 1 (Bang 3.12). K&t qua ctia nghién
citu nay ph hgp véi két qua clia mot s6 nghién cttu khac (Bang 4.10).

Bang 4.10. Chi sé hoat déng co thé ECOG qua cic nghién ciu.

Tac gia Séca| ECOG0-1(%) | ECOG >1 (%)
Uno (2003)[146] 50 96% 4%
Kiesewetter (2014)[84] 60 95% 5%
Nghién citu nay (2015) 54 100% -

4.6.2.2. LDH/madu:
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Lugng LDH/mdu thay d6i tuy theo s6 vi tri tdn thuong ctia lymphom;
s6 vi tri ton thuong cang nhiéu, lugng LDH/m4u ting cao. Trong nghién
citu nay, lugng LDH/m4u clia tit ¢ cdc bénh nhan déu binh thudng dii ¢c6 2
trudng hdp c6 ton thuong lymphdm & >2 vi tri khac nhau. K&t qua nay ciing
phu hdp véi cdc nghién cttu khidc nhu Uno (2003)[146], Rigacci (2007)
[118], Nakata (1999)[104] déu mo t3 két quda LDH/m4u binh thudng & moi

bénh nhan.

4.6.2.3. Béta-2-microglobulin/mdu:

Theo y vin, lugng béta-2-microglobulin/mdu ting c6 lién quan dén
khoi lugng t&€ bao bubu, va su ddp ng kém véi di€u tri. Tuy nhién, trong
nghién cdu nay, lugng béta-2-microglobulin/mdu ting (2144IU/ml) & 1
(1,9%) bénh nhin, con lugng béta-2-microglobulin/mau & cdc bénh nhan
khic (98,2%) déu binh thudng (<2000IU/ml). Va su ting ludng béta-2-
microglobulin/mdu trong nghi€n cttu khong c6 y nghia trong vi€c danh gia
tién luong, va két qua diéu tri bénh do da so (96,3%) bénh nhan & giai doan
sém it c6 dnh hudng dén ludng béta-2-microglobulin/m4u. Tuong tu, theo
nghién cdu cua Kiesewetter (2014)[84], lugng béta-2-microglobulin/mau
ting & 10/39 (26%) bénh nhan, va lugng béta-2-microglobulin/mau ting
khong c6 y nghia trong dénh gid tién lugng bénh lymphom hoc mit.

O céc lymphom hach va lymphém ngoai hach § cdc ¢o quan khic
(duong tiéu hod, vong Waldeyer, ...), lugng LDH/mdu, lugng béta-2-
microglobulin/mdu thudng thay ddi va c¢6 dnh huéng it nhiéu dén tién
lugng, dién ti€n, va két qua diéu tri bénh. O lymphom hdc mit, cdc y&u 0

nay gin nhu khong c6 thay d6i, va khong dnh hudng dén viéc ddnh gid tién
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lugng, dién ti€n va két qud diéu tri bénh do da s cdc trudng hdp bénh

thudc nhém lymphom do 4dc thap dién ti€n chim & giai doan sém.

4.6.3. Panh gia giai doan bénh:

Theo bidng Ann Arbor (Bing 3.13), nghién ctu nay cho thay
lymphdm hdc mit da s6 & giai doan Igs — IIgs gdm 36 ca (66,7%) giai doan
I, va 16 ca (29,6%) giai doan IIg,. Mot s6 nghién citu khéc cling cho thay ty
16 bénh & giai doan Tgs — Il tuong ty, thay ddi tir 41,9% dén 91,5% ddi véi
giai doan Igy, va tir 3,1% d€n 24% d6i véi giai doan Ilga(Béng 4.11). Trong
nghién cifu ndy, cdc bénh nhan § giai doan Ig, c6 ty 1& sdng con toan bod 3
nam (97,2%) cao hon so vGi cdc bénh nhan & giai doan IVg, (0%).

Khi ddi chi€u vdéi cdc nghién citu khdc, két qua clia nghién cifu nay
ciing gidng nhu két qua cda cdc nghién citu khdc cho thay ty 1& bénh trong
giai doan IV thap (2,1% - 10%) (Bang 4.11).

Baing 4.11. Giai doan bénh lymphém héc mit qua mot s6 nghién ciu.

Giai doan
Tac gia
I II III v
Sasai (2001) [121] 87,5% 3,1% - 9,4%
Zhou (2005)[156] 66% 24% - 10%
Benabid (2005)[22] 77,3% 9,1% 4,5% 9,1%
De Cicco (2009)[46] 91,5% 6,4% - 2,1%
Eckardt (2013)[57] 64% 18% 18% -
Nghién ciu nay (2014)| 66,7 % 29,7 % - 3,7%
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Trong nghién ctfu nay, tit cd cdc ca lymphom dang MALT t€ bao B
(42 ca) déu & giai doan Igy — Ilgs. Giai doan [Vgy g6m I ca lymphom lan
tod t€ bao B I6n, va 1 ca lymphdm t€ bao T ngoai bién. Nghién citu cho
thdy c6 sy twong quan giita loai lymphom theo phan loai REAL/WHO va
giai doan bénh theo Ann Arbor (p=0,001 < 0,05)(Bang 3.14).

Pédnh gid giai doan bénh theo Ann Arbor 1a mot trong nhitng budc
can thiét d€ tién luong, diéu tri lymphom néi chung va lymphom hdc mit
n6i riéng. Trong lymphom h&c mit, phan loai lymphom theo REAL/WHO
va giai doan bénh theo Ann Arbor ¢6 sy twong quan nhat dinh. Cdc nghién
ciu cho thidy da s6 ciac lymphom hdéc mit do 4c thdp (lymphdm dang
MALT t€ bao B, lymphom dang nang, lymphdm lympho bao nhd) thudng &
giai doan sém (Igs —IIg,s), cOn cdc lymphom dd 4c cao (lymphdm lan tod t&€

bao B 16n, cdc lymphom dong t€ bao T) & giai doan mudn (Illgs — IVg,).

4.6.4. Chi so tién lugng IPI va PIT:

Chi s6 tién lugng duge xac dinh dua trén viéc danh gid cdc yéu to
lam sang va cin ldm sang nhu d6 tudi, chi s6 hoat dong cd thé theo ECOG,
giai doan bénh, s6 vi tri ton thuong ngoai hach (d6i vdi lymphom dong t&
bao B), ton thuong tuy xuong (d6i véi lymphdm dong t& bao T), vi LDH
huyét thanh. Theo badng 3.15, cdc lymphdom hdc mit c6 chi so tién lugng
thap (<1 diém), nghia 13 bénh thudc nhém nguy cd thap va trung binh/thap.
Qua bang 3.16, nghién citu nay cho thidy khong cé sy twong quan giita
lymphom theo phin loai REAL/WHO va chi s6 tién lugng IPI — PIT
(p>0,05).
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Theo y vin, nhém nguy co nay cé thé gidip du bdo ty & sdng con clia
bénh trong 5 nim; trong dé, cdc trudng hop trong nhém nguy co thap cé ty
1é s6ng con toan bd 5 nim khodng 92%, con céc trudng hgp trong nhém
nguy cd trung binh/thap c6 ty 1€ song con toan bd 5 ndim khodng 82%(3][4].

Nghién cifu ndy cho thdy ty 1& s6ng con toan bd clia nhém nguy co
thap (98%) cao hon c6 y nghia thong ké so vdi ty 1& sdéng con toan bo cla
nhém nguy cd trung binh thap (33,3%) (p<0,001) (Bang 3.26). Tuy nhién,
ty 1& song con khong bénh ctia nhém nguy cd thap (47,2%) cao hon khong
c6 y nghia thdng ké so vdi ty 1& sdng con khdng bénh clia nhém nguy co
trung binh thap (0%) (p>0,05) (Bang 3.27).

Khdo sit s6 lugc qua mot sd nghién citu khac dé thdy ro hon vai tro
cta chi s tién lugng IPI trong bénh lymphom hoc mit.

Trong nghién cttu clia Kiesewetter (2014)[84], khi khdo sdt chi sO
tién lugng IPI & 47 bénh nhian lymphdm dang MALT t€ bao B, c6 31/47
(66%) trudng hop c6 chi sd tién lugng IPI thap (0 — 1 di€m), 16/47 (34%)
trudng hgp con lai ¢6 chi 6 tién lugng IPI >1.

Trong khi d6, nghién ctu cia Rasmussen (2013)[116] trén cdc bénh
nhan lymphom lan tod t€ bao B I6n, c6 21/34 (62%) bénh nhan c6 chi s6
tién lugng IPI tir 0 — 2 (nguy co thdp, va trung binh thap), va 13/34 (38%)
bénh nhin ¢6 chi 8 tién lugng IPI tir 3 — 5 (nguy co trung binh cao, va nguy
co cao). Rasmussen (2013) con cho thiy thdi gian séng toan bo cla cic
bénh nhin thudc nhém nguy cd thap t6t hon so vdi thdi gian sdng toan bod
cla cdc bénh nhan thudc nhém nguy cd cao (thdi gian séng toan bd trung
binh 12 38 thing so vdi thdi gian song toan bd trung binh 12 10 thdng, log-
rank p=0,04)[116].
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Chi s6 tién lugng IPI — PIT c¢6 vai trd quan trong trong viéc tién
lugng ké&t qui diéu tri bénh. Mic du, chi s§ tién lugng IPI — PIT cda
lymphémhdc mit thudng thap (0 — 1 diém), nhung vin c¢é dnh hudng dén
k€&t qud séng toan bo ciing nhu k&t qud séng khong bénh clia lymphom hdc

mit.

4.7. PIEU TRI

Trong nghién ctu nay, c6 48 (88,9%) bénh nhan dugc hod tri don
thuin, va 6 (11,1%) bénh nhan dugc hod xa tri phdi hop.
4.7.1. Phic do diéu tri:
4.7.1.1. Hod tri:

Cé4c phdc db thudng dugc st dung nhiéu 13 phic d6 c6 nhém
anthracyclin gdm phiac do CEOP (53,7%), va phic d6 CHOP/CDOP
(27,8%). Céc phiac d6 COPP, CVP, va C-P it dudc st dung hon, chd yé&u &
cdc bénh nhan 270 tudi (déu 1a 3,7% s trudng hgp). Ngoai ra, phac dd R-
CHOP/CEOP dugc dung & 4 (7,4%) bénh nhan gébm 2 (3,7%) bénh nhan bi
lymphom dang MALT t€ bao B, va 2 (3,7%) bénh nhan bi lymphdm lan to
t&€ bao B 16n (Bang 3.18).

Céc phéc d6 dudc sit dung ding chi dinh véi loai lymphdm theo phian
loai REAL/WHO (Bang 3.18), va véi giai doan bénh theo bang Ann Arbor
(Bang 3.19).

Theo Bi€u db 3.5 va Biéu dd 3.6, s6 chu ky hod tri tir 6 — 8 chu ky
(hod tri ddy di) 1a 47 ca (87%), khdng phu thudc vio loai lymphom va giai
doan bénh. Ngoai ra, 5 (9,3%) ca c6 so chu ky hod tri khong diy di (4 — 5

chu k¥) & nhitng bénh nhan 16n tudi (270 tudi).
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Trong qué trinh diéu tri hod tri, chi c6 1 (1,9%) bénh nhan lymphom
t&€ bao T ngoai bién giai doan IV ¢6 tdc dung phu do hod tri gdm doc tinh
huyét hoc d6 3, doc tinh gan do 1 va doc tinh dudng tiéu hod do 1. Trong
khi d6, 98,1% trudng hgp khong xuit hién cdc bi€n ching clia hod tri cho
thdy cdc phdc do diéu tri lymphdm nay c6 tinh an toan cao.
4.7.1.2. Xa tri:

Xa tri phoi hgp dudc thyc hién trén 6 (11,2%) bénh nhén, trong dé c6
4 (66,7%) bénh nhan bi lymphdm MALT t€ bao B, va 2 (33,3%) bénh nhan
bi lymphom t& bao T ngoai bién. Mic du, bac si di€u tri luén dua ra phuong
phép xa tri phdi hop trong nhitng trudng hop lymphom dd 4c cao dién ti€n
nhanh, nhung da s6 cdc bénh nhin chon ho4 tri don thuin thay cho hod xa
tri phoi hop sau khi dugc gidi thich vé wu khuyét di€m cida ting phuong
phdp diéu tri. Xa tri phdi hop dudc thuc hién ding chi dinh véi tdng liéu xa
trung binh 12 31Gy va phan licu xa 12 2Gy/mdi dot.

C4 6 bénh nhan c6 4p dung xa tri phdi hgp déu cé xuit hién cdc bién
chitng sém gdm viém két mac (5 ca — 83,3%), va viém t3 chitc hoc mit (1
ca — 16,7%) ngay sau 1an xa tri diu tién mic di ¢6 ding mit na che khi
chi€u xa. Tuy nhién, cdc bi€n chiing nay hét hin sau khi két thic xa tri tir
1,5 tuan dén 1 thdng. Ngoai ra, khong xuit hién cdc bién chitng mudn sau
xa tri nhu duc thé thuy tinh, seo gidc mac, khé mit, bénh 1y véng mac do
tia xa, ...

Mot s6 nghién citu khdc ciing cho thiy céc bién chiing sém cia xa tri
nhu viém két mac, viém da mi, viém t3 chifc hdc mit trong qua trinh diéu
tri, cling nhu bi€n chiing mudn nhu duc thé thuy tinh, bénh 1y véng mac do

tia xa (Bang 4.12) (Bang 4.13).
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Bang 4.12. Céc bi€n chitng sém cta xa tri qua cdc nghién cifu.

) Viéem két | Viém gidc | Viém héc
Téc gia So ca )
mac mac mat
Schick (2004)[122] 13 1 - 1
Lee (2005)[91] 29 29 - -
De Cicco (2009)[46] 47 5 1 -
Woolf (2015)[152] 81 41 - -
Nghién citu nay (2015) 6 5 - 1

Trong nghién citu clia Woolf (2015)[152], bién chitng duc thé thuy
tinh x3y ra & 3/9 (33,3%) bénh nhan khong dugc che bdo vé thé thuy tinh,
va x4y ra & 9/38 (23,7%) bénh nhan c6 che bdo vé thé thuy tinh khi chiéu
xa (Bang 4.13).

Bang 4.13. C4c bién chiing mudn cua xa tri qua cac nghién ciu.

) Puc thé thuy | Viém véng | Khd
Téc gia SO ca )

tinh mac mat
Schick (2004)[122] 13 2 - -
Lee (2005)[91] 29 2 - 2
De Cicco (2009)[46] 47 5 - -
Woolf (2015)[152] 81 3/9 — 9/38 1 -
Nghién citu nay (2015) 6 - - -

Tém lai, trén 1y thuyét, tic dung phu ctia hod tri 4nh hudng rat nhiéu

dén chat lugng sdng ngay tai thdi di€m diéu tri, nhung trong diéu tri
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lymphdm hdc mit, hod tri gin nhu khdng cé cdc bién chitng cAp cling nhu
cdc di chitng mudn. Trong khi d6, xa tri gdy ra nhitng bi€n ching cap tinh
ciing nhu nhitng bi€n chitng muodn trong diéu tri lymphom hdc mit. Che bio
vé mit trong qud trinh xa tri c6 thé gidm thi€u bi€n ching cAp va bién
chitng mudn cuia xa tri.

4.7.2. Két qua diéu tri ban dau:

4.7.2.1. Hod tri:

Trong phdc dd diéu tri, hod tri 1a phuong phdp diéu tri diu tién va
chi yé&u (100% céc trudng hgp). Xa tri duge dung phdi hgp, hd trg sau ho4
tri. B4dng 3.20 mo ta ty 1& dap tng diéu tri v6i hod tri theo tiéu chuin IWG,
c6 26 (48,1%) truong hgp dép dng hoan toan, 17 (31,5%) trudng hgp dap
ttng mot phan, 8 (14,8%) trudng hdp bénh y trang, va 3 (5,6%) trudng hgp
bénh tdi phat hoic tién trién ning. Nghién citu cho thdy do 4c tinh va giai
doan bénh dnh hudng dén két qué diéu tri hod tri c6 ¥ nghia théng ké véi
p<0,05 (Bang 3.21).

D6i v6i nhitng trudng hgp c6 dap tng vé6i dicu tri hod tri (ddp Ung
hoan toan, hoic d4p ng mot phan), nghién citu cho tha'y lymphdm hdc mit
c6 ddp ung nhanh véi hod tri v6i 20/43 (46,5%) trudng hop c6 thdi gian bt
d4u ddp tng diéu tri hod tri 1a 1 — 2 thang (Biéu d6 3.7), va 26/26 (100%)
trudng hop c6 thdi gian ddp dng hoan toan diéu tri hod tri tir 2 — 7 thing
(twong Gng vdi thdi diém dang diu tri va ngay khi két thic diéu tri) (Biéu
dd 3.8).

D€ hi€u 16 hon vai tro cda hod tri trong diéu tri lymphom hdc mit,
can luge qua mot s6 nghién citu ddnh gid vé khd ning ddp tng diéu tri cla

lymphom hoc mit v6i hod tri.
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Trong nghién ctu clia Lee (2005)[91], hod tri don thuin phic do
CHOP dugc sit dung trén 3 bénh nhan lymphom dang MALT t€ bao B giai
doan IIgs — IVga, va két qud cho thdy 2/3 bénh nhan ddp tng hoan toan
vdi hod tri sau 3 chu ky diéu tri. Va 1 bénh nhén giai doan Illg, phét trién
thanh lymphom toan thin va sau d6 ti vong do lymphom.

Nghién citu ctia Eckardt (2013)[57] diéu tri hod tri (R-CHOP, 4 — 6
chu ky) cho 2 bénh nhan lymphdém dang MALT giai doan Ilga, 1 bénh nhan
lymphom lan tod t€ bao B 16n giai doan Illg,, va 1 bénh nhan lymphom t€&
bao vd giai doan Illgs. K&t qua cho thiy tit cd 4 bénh nhin nay déu dip
ung hoan toan vdi hod tri, va khong cé trudng hdp nao tdi phat trong qua
trinh theo d6i cia nghién ciu.

Trong nghién ctu clia Kiesewetter (2014)[84], 26 bénh nhan dugc
diéu tri ho4 tri don thudn (15 bénh nhan giai doan Ig,, va 11 bénh nhan giai
doan Igs —IVga) c6 ty 1& ddp tng diéu tri hod tri 12 84,6% (61,5% dép tng
hoan toan, va 23,1% dap ing mot phan). Tuy nhién, khodng trung binh 16
thang, c6 10 (38,5%) bénh nhan bi tdi phat can diéu tri hod tri b3 sung.

Nhu vay, hod tri 12 mot trong cdc phuong phdp diéu tri hiéu qui
lymphom hdc mit. Giai doan bénh va dd 4c tinh clia u c6 thé dnh huéng

dén két qua dap tng diéu tri cia lymphdom hdc mit vdi hod tri.

4.7.2.2. Xa tri:

Hod tri kém xa tri phdi hdp 12 mot trong nhitng phuong phép diéu tri
lymphdm, ddc bi€t v6i nhitng truong hdp lymphdoém dd dc cao (nhu
lymphom lan tod t&€ bao B 16n, lymphom t€ bao v, lymphém t&€ bao T

ngoai bién, ...), va/hodc lymphdm giai doan mudn Ilgya — IVga. Trong
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nghién cttu, phuong phédp ho4 xa tri phdi hop 1a phac do chinh trong diéu tri
lymphdm. Tuy nhién, trong qud trinh diéu tri, da sd cdc bénh nhian khong
dong y diéu tri xa tri vdi cdc 1y do sau: (1) sd bi€n chitng clia xa tri nhu duc
thé thuy tinh, viém loét gidc mac; (2) da s6 cdc trudng hgp di ddp tng tot
vdi hod tri (48,1% dap ng hoan toan, 31,5% ddp ing mot phan), nén bénh
nhan khong mudn ti€n hanh thém xa tri; (3) triéu chitng 1Am sang cia
lymphom khong giy dnh hudng dén hoat dong lao dong, sinh hoat hang
ngay cia bénh nhin (ECOG =0 - 1).

Trong qué trinh thuyc hién nghién cttu nay, c¢6 6 (11,2%) bénh nhan
dudc diéu tri xa tri phdi hop v6i 4 (7,4%) trudng hop lymphdm MALT t€
bao B giai doan Igs, 1 (1,9%) trudng hop lymphom t€ bao T ngoai bién giai
doan Iga, va 1 (1,9%) trudng hgp lymphom t€ bao T ngoai bién giai doan
IV. K&t qua diéu tri cho thay 3/4 (75%) trudng hgp lymphom MALT t€ bao
B giai doan Ig, dugc xa tri c6 ddp tng hoan toan vdéi xa tri, va 1/4 (25%)
trudng hgp bénh y trang sau khi xa tri. Bénh y trang & 1 (1,9%) trudng hgp
lymph 6m t€ bao T ngoai bién giai doan Ig,. Nhu vay, xa tri gidp céi thién
ddp tng diéu tri trong 3/6 (50%) trudng hgp, 6n dinh ddp tng diéu tri trong
2/6 (33,3%) truong hop.

Mot s6 nghién cttu st dung xa tri nhu phuong phdp diéu tri chinh
nhiim kiém soat bénh tai chd (hdc mit) trong diéu tri lymphom hdc mit cho
thdy nhitng hiéu qud nhit dinh ciing nhu nhitng han ché& cda xa tri don

thuan[99],[110],[111],[112],[129],[143],[144],[154].
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Bang 4.14. K&t qua diéu tri xa tri don thuian qua mét s6 nghién ciu.

, T4iphdt | T4i phat
Tac gia So ca | Pap dng B
tai cho toan than
Lee (2005)[91] 29 100% 3% -
De Cicco (2009)[46] 43 100% - 28%
Eckardt (2013)[57] 7 100% 14% -
Kiesewetter (2014)[84] 14 85% 17% 42%
Woolf (2015)[152] 81 100% 5% -

Nhu vay, so véi hod tri, s& lugng cdc nghién ciu st dung diéu tri xa
tri nhi€u hon hin, va muc dich chinh cia xa tri 1a kiém soat tdn thuong tai
chd. Pa s6 cdc nghién cifu nay ding xa tri d6i véi cdc lymphom dd 4c thap
(lymphém dang MALT t& bao B, lymphom dang nang) giai doan sém (I —
II), va két qud diéu tri ciing rat khd quan véi ty 1& d4p ng diéu tri hoan
toan cao (85% — 100%); tuy nhién, phdc do diéu tri xa tri don thuin ciing
cho thay nhitng khuyét di€m, gébm tdi phat tai chd sau mot thdi gian theo
doi (3% — 74%), ciing nhu bénh phat trién thanh lymphom toan thin (2% —
42%).
4.7.2.3. Két qua diéu tri tong hop:

Trong 54 trudng hgp diéu tri (gd6m hod tri, hod xa tri), c6 ty 1& dép
ting diéu tri khé cao, ty 1& ddp ng hoan toan 13 55,6%, va ty 1& ddp dng
mdt phan 13 25,9%. Ngoai ra, ¢ 2 (3,7%) trudng hdp bénh tién trién ning
hon trong qu4 trinh diéu tri, gdm 1 (1,9%) trudng hgp lymphdém lan tod t&
bao B I6n giai doan IV, va 1 (1,9%) trudng hgp lymphdm t€ bao T ngoai

bién giai doan IV. C4c phdc db hod tri, vd két qua diéu tri ban didu khong
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dnh hudng dén két qua song toan bod, nhung c¢6 dnh hudng dén két qua song
khong bénh (Béng 3.26, Bang 3.27).

Ludc qua mot s& nghién ctu khac d€ danh gid ré hon két qua diéu tri
clia cdc phuong phép diéu tri lymphdom hoc mit (Bing 4.15).
Bang 4.15. K&t qua diéu tri ban dau cia lymphom hdc mit qua cic

nghién ciu.

T4c gia S6 ca Dap wng | Ddp ng | Bénhy | Bénh tai

Hoa | Hoa | Xa hoan | mdtphan | trang | phat/tién
tri | xa | tri toan trién

Hatef

(2007) 19 8 8 71% 17% 14% -

[78]

Nghién

cdunay | 48 6 - 55,6 % 25,9% 14,8 % 3,7 %

(2015)

Nghién cttu ctia Hashimoto (2012)[77] thuc hién xa tri don thuin trén
58 bénh nhan va hoa xa tri trén 20 bénh nhan. C6 10/58 bénh nhan xa tri
don thuin bi tdi phat & vi tri ngoai hdc mit, con 20/20 bénh nhan hod xa tri
phoi hgp khong bi tdi phat. Nghién citu ciing cho thAy nhém bénh nhan ho4
xa tri ph6i hgp c6 ty 1& song con khong bénh t6t hon so véi nhém bénh
nhén xa tri don thuan.

Tém lai, cdc nghién citu cho thdy phuong phdp hod xa tri diéu tri tot

lymphdm hdc mit so vdi hod tri don thuan, hay xa tri don thuan. Hod xa tri
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c6 thé gitip kiém sodt tot ton thuong tai chd 14n toan than, nhat 1a lymphom
giai doan tré.
* Piéu tri nhdm tring dich:

Khi d4nh gid hiéu qud cla phdc db hod tri ¢é diéu tri ngdm tring dich
(Rituximab-CHOP/CEOP), nghién ctu nay c6 4 (7,4%) bénh nhian dudc s
dung phic d6 R-CHOP/CEOP, gém 2 (3,7%) bénh nhin lymphdm dang
MALT t€ bao B giai doan Igs, va 2 (3,7%) bénh nhan lymphdom lan to3 t&
bao B 16n giai doan Ig,. K&t qué diéu tri cho thdy 2 (3,7%) bénh nhan c6
ddp ng hoan toan vdi phac dd hod tri va bénh nhan song khong bénh cho
dén khi két thic theo ddi (gdm 1 ca lymphdom dang MALT t€ bao B, va 1
ca lymphom lan toé t€ bao B 16n), va 2 (3,7%) bénh nhan c6 ddp ng khong
hoan toan véi phdc dd di€u tri va bénh nhin séng con bénh khi két thiic
theo déi (gdm 1 ca lymphom dang MALT t& bao B, va 1 ca lymphom lan
tod t&€ bao B 16n). Nhu vay, phiac d6 R-CHOP/CEOP trong nghién cifu nay
chua cho thdy sy khdc biét c6 y nghia trong két qua diéu tri, cling nhu két
qua song con.

Ludc qua mdt sd nghién cttu khdc c¢é thé thiy rd hon vai trdo clia
rituximab trong diéu tri lymphom hoc mit.

Nghién citu cta Ferreri (2005)[62] dung Rituximab don tri liéu cho 8
bénh nhan lymphom dang MALT t€ bao B (gdm 5 bénh nhan nguyén phit,
va 3 bénh nhan tdi phit). K&t qua cho thdy 5 bénh nhin nguyén phit ddp
ting vdi diéu tri (3 ca ddp ng hoan toan, va 2 ca ddp tng mot phan), 3 bénh
nhan tdi phat khong dap tng vdi diéu tri (1 ca bénh &n dinh, va 2 ca bénh
ti€n trién ning). Tuy nhién, 5 ca nguyén phat déu tdi phat tai chd sau khi

ddp tng diéu tri khodng 5 — 48 thdng; trong d6, c6 1 ca nguyén phat tdi
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phdt kém phit trién thanh lymphom toan than. K&t luin clia nghién cifu nay
néu rd Rituximab don tri liéu c6 hiéu qua nhat thdi d6i v6i lymphom dang
MALT t€ bao B nguyén phét § hoc mit, tuy nhién, can nghién cttu thém
hiéu qua cla Rituximab phdi hdp v6i cdc phac dd diéu tri khac (hod tri, xa
tri) trong diéu tri lymphom hdc mit.

Nghién citu ctia Eckardt (2013)[57] diéu tri hod tri (R-CHOP, 4 — 6
chu ky) cho 2 bénh nhian lymphom dang MALT giai doan IIEA, 1 bénh
nhan lymphom lan tod t€ bao B 16n giai doan IIIEA, va 1 bénh nhan
lymphom t€ bao vé giai doan IIIEA. K&t qué cho thay tit cd 4 bénh nhan
nay déu ddp tng hoan toan véi hod tri, va khong c6 trudng hdp nao tdi phat
trong qué trinh theo doi clia nghién ctu (thoi gian theo déi trung vi 10
thang).

Nghién ctfu cia Rasmussen (2013)[116] diéu tri ho4 tri (R-CHOP)
cho 6 bénh nhan lymphom lan toé t€ bao B 16n (3 ca giai doan IE, 1 ca giai
doan IIIE, va 2 ca giai doan IVE). K&t qué cho thiy c6 4/6 (66,7%) trudng
hop con sdng (thdi gian theo dbi 6 — 42 thdng), va 2/6 (33,3%) trudng hop
t vong do lymphom.

Nhu vdy, cdc nghién cttu nudc ngodi cho thiy rituximab c6 hiéu qud
nhat dinh trong diéu tri lymphdm hdc mit, va rituximab cé hiéu qua t6t hon
khi k&t hdp vdi cdc phic dd hod tri c6 dién. Tuy nhién, dé ddnh gid rd hon
hiéu qud ctia phdc db hod tri c6 diéu tri ngim tring dich trong diéu tri
lymphdm h&c mit, can thyc hién nhitng nghién cttu c6 s6 lugng bénh nhan
st dung cdc phdc dd ho4 tri c6 diéu tri ngdm tring dich nhiéu hon.

Tém lai, theo cdc nghién cttu va cdc huéng din diéu tri, c6 2 phuong

phdp diéu tri chinh cho lymphom 12 ho4 tri va xa tri; trong d6, ho4 tri diing
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dé kiém sodt toan than, va xa tri ding d€ ki€ém soat tai chd ddi vdi
lymphdm. C4 hai phuong phédp diéu tri ndy déu c6 hiéu qua tot trong diéu
tri. Hod tri gitip ki€m sodt tot tinh trang dién ti€n tai chd ciing nhu dién tién
toan than. Xa tri gitip ki€m sodt tt tinh trang dién ti€n tai chd, tuy nhién,
bénh dé tdi phat va/hoic phat trién lan xa néu diéu tri xa tri don thuin. Gan
day, diéu tri ngidm tring dich dang trd thanh Iya chon hang diu trong diéu
tri lymphom. Tuy nhién, do con nhitng han ché vé ¢ miu nén chua xdc
dinh dugc vai tro clia diéu tri ngdm tring dich trong diéu tri lymphém hdc

mit.

4.7.3. K&t qua diéu trj khi k&t thic nghién ciu:
4.7.3.1. Tinh trang cudi:

Vdi thdi gian theo ddi trung binh 31 thdng, tai thdi di€m két thic
nghién citu, ty 1& sdng khong bénh 1a 55,6%, ty 1€ sdng con bénh 1a 38,9%,
va ty 1& tt vong do bénh 1a 3,7%. Céc bang 3.23 va bang 3.24 cho thdy sy
twong quan gitta tinh trang cudi v6i loai lymphdom theo phan loai
REAL/WHO, va giai doan bénh theo Ann Arbor.

Ty 1é song khong bénh, sdng con bénh, va tif vong do lymphém cia
nghién ctfu ndy tuong dong véi cdc nghién clfu cla cic tic gid khdc (Bing
4.16).

Ngoai ra, nghién cifu ctia Rasmussen (2013)[116], trong diéu tri
lymphom lan tod t&€ bao B 16n biing cdc phac dd khic nhau, ghi nhan 28/34
(82%) bénh nhén t vong trong qué trinh theo doi, va trong d6, cé 18/28

(64%) bénh nhan t& vong do lymphoém vdi thdi gian trung vi la 13,5 thang.
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Biang 4.16. Tinh trang cudi cia lymphém héc mit qua cic nghién cifu.

Song Song | Td vong do | T vong do
Téc gia khong con lymphom nguyén
bénh bénh nhian khac
Hatef (2007)[78] 56% 33% 5% 7%
Eckardt (2013)[57] 91% - 9% -
Nghién citu nay (2015) | 55,6% 38,9 % 3,7% 1,9%

Nhu vay, cdc nghién cifu cho thdy ty 1& bénh nhin séng khong bénh,
song con bénh, va tit vong do lymphom phu thudc vao loai lymphom theo
phan loai REAL/WHO, va giai doan bénh. Cac trudng hdgp lymphoém do 4c
thap va/hoic giai doan sém c6 ty 1& song khong bénh 6t hon.
4.7.3.2. Két qua séng con toan by — song con khéng bénh:

Ty 1€ song con toan bd 3 ndm cda lymhphoém hoc mit 1a 94,2%. Cac
yéu t6 4nh hudng dén két qua sdng con toan bd cia mau nghién citu néi
chung va cia tiing nhém lymhphdm ndéi riéng 1a giai doan bénh theo Ann
Arbor, chi s8 tién lugng bénh IPI — PIT (p<0,05) (Bing 3.26).

Ty 1& s6ng con toan bd 3 nim clia lymphom dang MALT t& bao B 1a
97,6%, ctia lymphom lan tod t€ bao B 16n 1a 85,7%, va cia lymphom t€ bao
T ngoai bién 12 80%. Su khdc biét v€ ty 1& séng con toan bd giita cdc nhém
lymphom theo phéan loai REAL/WHO ctia nghién cttu nay khong c6 y nghia
thong keé.

Ty 1& song con khong bénh 3 nim cta lymphom héc mit 1a 55,6%.

Céc yéu t6 anh hudng dén két qua song con khong bénh 1a do tudi dudi 60
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tudi, chi s6 siic khoé ECOG, dd 4c tinh, giai doan bénh theo Ann Arbor,
phéc d6 hod tri, va dap tng diéu tri ban dau (p<0,05) (Bing 3.27).

Ty 1€ s6ng con khong bénh 3 nim clia lymphom dang MALT t€ bao
B lan lugt 1a 64,3%, cia lymphdm lan tod t&€ bao B 16n 1a 28,6%, va cla
lymphdm t& bao T ngoai bién 1a 20%. Su khic biét vé ty 1& sdng con khong
bénh gitta cdc nhém lymphom theo phan loai REAL/WHO cia nghién ciu
nay khong c6 y nghia thdng ké.

Khi d6i chi€u véi cdc nghién ciu khdc, ty 1& séng con toan b, va
song con khong bénh cé su tuong dong. Mic du, mdt sd cdc nghién citu
khéc c6 thdi gian theo doi dai hon, va ty 1€ séng con toan b — séng con
khong bénh 5 nim ciing khd cao (Bing 4.17).

Bang 4.17. Ty 1& séng con toan by va song con khong bénh 5 nim cia

lymphém héc mit qua cdc nghién cifu.

Tac gia Song con toan b Song con khong bénh
Sasai (2001)[121] 60% 58%
Zhou (2005)[156] 88% -
De Cicco (2014)[46] 88, 7% 75,8%

Khi xét riéng dén tirng loai lymphdm theo phan loai REAL/WHO, ty
1& sdng toan bd va ty 1€ song khong bénh c6 sy khdc nhau tuy theo loai
lymphom, cling nhu tuy theo giai doan bénh, va sy khdc nhau nay c6 y
nghia thong ké véi p<0,05.

Nghién citu ctia Sasai (2001)[121] ty 1& sdng toan bd ctia lymphom
dang MALT t€ bao B va cdc lymphém dién ti€n cham 1a 82%, con ty 1&

song toan bo cla cdc lymphdm dién tién nhanh (lymphoém lan tod t€ bao B
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16n va lymphdm t€ bao T ngoai bién) 1a 0%. Nghién citu nay ciing cho thay
su khac biét c¢6 y nghia thong k& vé ty 1& song toan bo gilta cdc nhém
lymphom dién ti€n cham va dién ti€n nhanh (p<0,05).

Trong nghién ctu cia Uno (2003)[146], cic bénh nhdn lymphdm
dang MALT t€ bao B giai doan IE dugc diéu tri xa tri don thuin c6 ty 1&
song toan bd 5 nim 12 91%, va ty 1& song khong bénh 5 nim 12 88%.

Nghién cttu ctia Hatef (2007)[78] c6 ty 1& song khong bénh 5 nim 1a
64,4%, ty 1€ song khong bénh 5 nim clia lymphom dang MALT t€ bao B 1a
72, 7%, va ty 1& song khong bénh 5 nim cda cédc loai lymphdm khdc 1a
58,8%. Su khic biét nay khong c6 y nghia thong ké (phép ki€m log-rank,
p=0,27).

Tém lai, cdc nghién citu cho thdy ty 1& s6ng toan bd, cling nhu ty 1€
song khong bénh cta lymphom hdc mit kha cao (60% — 97% do6i véi ty 1€
song toan bd, va 58% — 94% ddi véi ty 1& song khong bénh). Tuy nhién, két
qua sdng toan bo va sdng khong bénh cta lymphom hdc mit thay ddi tuy
theo loai lymphdm theo phan loai REAL/WHO, va giai doan bénh theo
Ann Arbor[55],[76],[78],[83],[116].

Trong d6, lymphom dang MALT t€ bao B, mot loai lymphom d6 4c
thap dién ti€n cham thudng gip & hdc mit, ty 1é sdng toan bd 5 nim va ty
1é song khong bénh 5 nim cao nhit. Ty 1& sdéng toan b 5 nim khodng 64%
- 82%, va ty 1& sdng khong bénh 5 nim khodng 73%; nhit la d6i véi cac
lymphom & giai doan s6m (Igs — Ilg,), ty 1€ song toan bd 5 nim dao dong
khodng 91% - 100%, va ty 1& song khong bénh 5 nim khodng 75% - 88%.
C4c trudng hdp bénh & giai doan g, — IVgs 6 ty 1& sdng toan bo thap

khodng 39%. Do dé, cdc nghién citu ty 1& s6ng toan bo cia lymphdm dang
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MALT t€ bao B khi cao, tuy nhién, giai doan bénh 12 mot yéu td dnh
hudng dén ty 1& song toan bod nay.

D6i v6i lymphom lan tod t&€ bao B 16n, mot loai lymphdm do 4c cao
dién ti€n nhanh, ty 1& s6ng toan bd trong cdc nghién citu khodng 0% - 20%.

Cudi cung, doi vdéi lymphom t€ bao T ngoai bién, cling nhu cdc
lymphom dong t&€ bao T khéc, diy 1a loai lymphom hi€m gip & hoc mit,
nén khong c6 nghién cttu ndo khio sdt két qua song toan bo va séng khong
bénh cila riéng ching. Mot s6 it nghién citu gom chung lymphdm dong t€
bao T vao nhém lymphom d6 dc cao dién ti€n nhanh dé€ khdo sit nhu cic
nghién cttu McKelvie (2001)[100], Sasai (2001)[121], Hatef (2007)[78];
tuy nhién, cdc nghién cttu nay ciing khong mo ta ty 1& song toan bod va sdng
khong bénh do s6 lugng trudng hgp lymphém dong t€ bao T trong mau
nghién cttu qud it (1 — 2 trudng hdp). Hau hét cdc nghién citu vé lymphom
dong t€ bao T & hoc mit thudng & dang bdo cdo ca 14m sang riéng 1é, va chi
ddnh gid dén kha ning ddp Gng vdi cdc phudng phdp diéu tri, dién ti€n cla
bénh, va ti vong do lymphom[44],[81],[98],[151]. Cdc két qud cla cic
nghién citu ndy cho thdy lymphom dong t€ bao T thudng ddp tng kém véi

diéu tri va c6 ty 1 tl vong cao.
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KET LUAN

Qua kh3o sit 54 trudng hgp lymphdm hoc mit dén kham va diéu tri
tai bénh vién Midt TP.HCM va bénh vién Ung buéu TP.HCM trong thoi
gian tr 1/1/2009 dén 31/12/2013, nghién cttu cho nhitng k&t ludn sau:

1. Cdc yé&u té dich té&, dic di€m lam sang, cin lAm sang, giai phau bénh,
phan loai, giai doan bénh, va cdc yéu té tién lugng lymphom hdc mit:

- P tudi trung vi 1a 53,5 tudi (20 - 87 tudi), thudng gip & Ita tudi 50
— 59 tudi (27,8%).

- Nam nhiéu hon nft, véi ty 1& nam:nit = 4:1.

- Bénh nhan lymphom hdc mit thudng dén khdm vé6i d4u hiéu chinh
12 u & hdc mit (75,9%). Cac dau hiéu khéac c6 thé c6 1a 16i mit, dd dau mit,
phli né mi, song thi, hoic chdy nuéc mat. Thdi gian phat hién bénh trung vi
l1a 6 thiang.

- Bénh thudng x4y ra & mot mit (96,2%). Triéu chitng khdm 1am
sang da dang, va triéu ching chinh thudng gip 1a u hoc mit (90,7%). Ngoai
ra, ¢c6 mot s triéu chiing 1am sang khdc nhu 16i mit, sup mi, rdi loan van
nhan.

- Trong mAu nghién cttu ndy, cdc lymphdm hdc mit khong giy tdn
thuong dén chiic ning thi gidc ctia bénh nhan.

- CT scan/MRI gitip x4c dinh chinh xac khdi u kém vi tri, kich thuéc,
va ton thuong xam 14n mo6 — t& chifc xung quanh néu c6. Khdi u lymphdm
thudng gip nhit & vi tri hoc mit thdi duong trén (42,9%) va miii trén

(20,4%), va c6 thé khu tri § mot viing hoc mit (66,1%), hoic lan tod & hai
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viing hdc mit lién ké nhau (25,9%). Vai trd ctia CT scan/MRI chi yéu gitp
dinh vi vi tri khdi u d€ dinh hudng trong phiu thuit sinh thi€t u hdc mit,
gidp xdc dinh tinh trang xAm 14n thin kinh thi v cdc md — t& chifc xung
quanh d€ d4nh gid giai doan, va theo doi diéu tri.

- Gidi phdu bénh hod mdé mién dich gitip chin dodn xdc dinh
lymphom hdc mét, va gitp phan loai lymphom theo phan loai REAL/WHO.
Lymphdm thudng gip nhit & hoc mit 1a lymphom dong t€ bao B (90,7%);
trong d6, chli y€u 1a lymphom dang MALT t€ bao B (77,7%). Lymphom
dong t&€ bao T hi€m gip (9,3%), va 1a lymphom t&€ bao T ngoai bién.

- Giai doan bénh theo Ann Arbor ctia lymphdm hdc mit thudng gip
nhat 1a giai doan Igs — Ilgs (96,3%). Giai doan bénh c¢6 sy tuong quan véi
phan loai bénh theo REAL/WHO. Bénh nhin bi cdc loai lymphdm dd ac
thap thudng & giai doan sém clia bénh, con bénh nhan bi cdc lymphém do
ac cao thuong G giai doan bénh mudn hon.

- Céc yéu td ddnh gia tién lugng LDH/m4u, béta-2-microglobulin/
m4u, tuy dd khong c6 thay doi.

- Chi s6 tién lugng IPI — PIT cda lymphom hoc mit thap (0 — 1

di€m), thudc nhém nguy cd thap va trung binh thap.

2. Két qua diéu tri ban dau cia lymphém héc mit, va cdc yéu té anh
huéng dén két qua diéu tri:

- Phuong phép di€u tri chinh cda lymphdm hdéc mit 13 hod tri don
thuin (88,9%) vdéi s6 chu ky ttrung binh 1a 6 chu ky. Phic d6 thudng sl
dung 12 phéc d6 c6 anthracyclin (CHOP/CDOP/CEOP) (81,5%), trong d6 c6

7,4% truong hop c6 dung diéu tri ngdm tring dich vé6i rituximab (R-
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CHOP/CEOP). Pdc tinh ctia hod tri khong ghi nhian dugc trén da s6 cic
bénh nhin (98,1%).

- Xa tri dugc ding nhu mot phuong phdp hd trg trong diéu tri
lymphom hdc mit (hod xa tri phdi hop) (11,1%) véi tong liéu trung binh
31Gy, va phan liéu 2Gy/1an. Bién ching thudng gip 1a cdc bién ching cap
tinh nhu viém két mac, viém t8 chifc hdc mit, va cdc bién chiing nay 1an
lugt hét hdn sau khi chdm dit chi€u xa. Khong ghi nhian dugc cdc bién
chitng mudn do xa tri trong nghi€n citu nay.

- Ty 1& d4p tng vdi diéu tri ban diu gdm ddp tng hoan toan 55,6%,
ddp tng mdt phan 25,9%, bénh y trang 14,8%, va bénh tién trién 3,7%. Két
qud ddp tng diéu tri ban diu chiu dnh hudng clia cic yéu t& grade mo hoc,
va giai doan bénh.

- Khong ghi nhan dudc trudng hgp tif vong do diéu tri trong nghién

citu nay.

3. K&t qua song toan bo va song khong bénh 3 nim ciia lymphém héc
mét, va ciac y&u td anh huéng:

- Ty 1& sdng con toan bd 3 nim cta lymphom hoc mit trong nghién
cttu 12 94,2%, cta lymphom dang MALT t€ bao B 1a 97,6%, cia lymphom
lan tod t&€ bao B 16n 1a 85,7%, va ctia lymphom t€ bao T ngoai bién 1a 80%.

- Cdc y&u to gdm giai doan bénh theo Ann Arbor, va chi sd tién
lugng IPI — PIT 4nh hudng dén két qué song con toan bd clia lymphém hdc
mit. Cdc bénh nhin c6 giai doan bénh sém, va/hoic chi s6 tién ludng 6t c6

ty 1& song con toan bd cao hon.
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- Ty 1& song con khong bénh 3 nim cta lymphdm hdéc mit trong
nghién citu 12 55,6%, clia lymphom dang MALT t& bao B 1a 64,2%, cia
lymphom lan tod t&€ bao B 16n 1a 28,6%, va clia lymphdom t€ bao T ngoai
bién la 20%.

- C4c yé&u t6 gdm do tudi dudi 60 tudi, chi sd stc khoé theo ECOG,
giai doan bénh theo Ann Arbor, grade md hoc, phdc d6 ho4 tri, va két qua
ddp dng diéu tri ban dau 4nh hudng dén két qui song khong bénh cia
lymphom h&c mit. Cdc bénh nhan dué6i 60 tudi, va/hoic c6 chi sd stic khoé
theo ECOG tot, va/hoiic c6 giai doan bénh sém, va/hoic c6 grade md hoc
thap, va/hodc két qud diu tri ban diu ddp dng hoadn toan s& c6 ty 1& song
con khong bénh cao hon.

- Loai lymphom theo phan loai REAL/WHO khong dnh hudng dén

k&t qua sdng con toan bo va sdng con khong bénh clia lymphom.

KIEN NGHI

1. Nén thyc hién gidi phAu bénh hod m6 mién dich d€ chan dodn x4c
dinh lymphom, va phan loai lymphém theo REAL/WHO.

2. Phuong phép diéu tri chinh ctia lymphom hoc mit 1a hod tri, ¢
kém hay khong kém vdi rituximab. Xa tri hd tr¢ ddi v6i nhitng trudng hop
khong ddp ung hodc dip tng kém v4i hoa tri.

3. Can thyc hién nhitng nghién cttu chuyén siu hon trong chdn doin
va diéu tri lymphom héc mit:

- Nghién citu thuc hién trong thdi gian dai hon d€ x4c dinh két qua

song toan bd va song khong bénh 5 nim, 10 nim cta lymphdém héc mit.
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- Nghién ctu v6i ¢ mau 1én hon dé xdc dinh thém nhitng loai
lymphom khdc c6 thé gip ¢ hoc mit nhu lymphom dang nang, lymphom té&
bao vd, lymphom lympho bao nhd.

- Nghién ctfu hiéu qua cda rituximab trong diéu tri lymphom dong t&
bao B & hoc mit.

- Nghién citu tap trung vao ting loai lymphom hdc mit it gip nhu
lymphom lan tod t€ bao B, lymphdom t&€ biao T ngoai bién dé xdc dinh

phuong phap va két qua diéu tri clia nhitng loai lymphom nay.
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MOT SO HINH ANH LAM SANG - CAN LAM SANG

CUA MAU NGHIEN CUU

Hinh 1. Lymphom c6 bi€u hién & két mac dudi dang mang u dudi két mac
mau dd hong, bé mit ldng nim & cing dd két mac (Nguodn: Phdi, Bénh nhdn

MSNC 017; Trdi, Bénh nhdn MSNC 052 — Phu luc: Danh sdch bénh nhdn).

Hinh 2. Triéu chitng 14m sang ctia lymphom hoc mit. Phdi, mit trdi c6 khoi

u viing hdc mit trén ngodi 1am sung né mi va 18i mit nhe (Ngudn: Bénh
nhdan MSNC 051 — Phu luc: Danh sdch bénh nhéan). Trdi, mit phai c6 khoi u
h6c mit trén 1am sung né mi, 16i mit l&ch truc xudng dudi, va sup mi.

(Nguoén: Bénh nhan MSNC 045 — Phu luc: Danh sdch bénh nhan).



Hinh 3. Hinh 4nh CT scan clia lymphdm héc mit & cdc 14t cit doc, ldt cit
ngang, va ldt cit trdn cho thdy khdi u viing hdc mit trén dam d6 déng nhat,
lan tod, gidi han kha rd, 6m sat thanh nhdn cau va thanh xuong hdc mit,
khong c6 dau huy xwong. (Nguén: Phdi, Bénh nhin MSNC 044 — Phy luc:
Danh sdch bénh nhan).

Hinh 4. Hinh 4nh MRI ctia lymphom hdc mit trdi cho thdy khdi u trén
ngoai hoc mit dim do6 dong nhit, gii han 16, 6m theo thanh nhin cau va
thanh xuong hdc mit. Trdi, phim T1. Phdi, phim T2. (Nguén: Bénh nhdn
MSNC 005 — Phu luc: Danh sdch bénh nhan).
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BO MON GIAI PHAU BENH
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XET NGHIEM GIAI PHAU BENH

Hovatén: TRAN VANT Tubi: 50  Gidi: Nam
Biachi: - Nghé nghiép :
Chén dodn 1am sang : U héc mét nghi limphom
Chit bénh phim :
Baéc si chi dinh : BS Hiu Bénh vién : M Ngay : 2011
CHAN POAN GIAI PHAU BENH
¢ Daithé: :
M6 d#0,5cm
¢ Vithé:
M6 u hién dién cAc t& bio to, nhén séng khong khia, ¢6 2-3 hat nhan r5, nim st ria nhan, hodc hat nhéan 16n,
ndm gifta nhan. Nhiéu phéan bao.
Nhu¢m héa mé mién dich: T-Cell (-), CD20 (+)

KET LUAN: LIMPHOM LAN TOA TE BAO TO DONG B (LARGE CELL LYMPHOMA B-CELL TYPE)
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sL 7 '(% : 3: é

1 myray

Ngay théng ndm2011
Bécsj,
/

30 HON Glkl oAU BENTY

Hinh 5. K&t qua gidi phiu bénh lymhphom lan tod t& bao B 16n (Nguon:
Bénh nhin MSNC 041 — Phu luc: Danh sdch bénh nhan).



