PAT VAN PE

Ung thu n6i chung trong d6 c6 cac bénh tang sinh lympho la
mot van dé “noéng” cua stc khoe nguoi Viét nam hién nay. Bénh
tang sinh lympho gém 2 nhém bénh 1y: u lympho va ting san
lympho. Theo nghién ctu ctia bénh vién K thi u lympho ding
hang thi 5 vé ty 1¢ mic, ding hang thi 6 trong cic nguyén nhan
giy chét do ung thu.

U lympho phan phy nhén cu ¢ thé tién phat chiém t&i 42%
trong céc loai u phan phy nhin cau, ty 1¢ mu 1oa khoang tir 2- 4%,
ty 1é chét sau 5 nam khoang 25%. Nguoc lai chi c6 tir 5% dén 8%
bénh nhan bi u lympho khong Hodgkin toan than rdi sau d6 lan
tran dén phan phu nhan ciu (u thir phat).

Téang san lympho (TSLP) c6 khi con dugc goi la ting san
lympho phan tng (reactive lymphohyperplasia) hoac tang san
lympho khdng dién hinh (atypical lymphohyperplasia) hay gia u
lympho (pseudolymphoma), chiém khoang 20% trong tong sb cac
truong hop rdi loan ting sinh lympho. Hinh thai ton thuong niy chi
chan doan dugc nhd xét nghiém giai phau - mé bénh hoc.

Bénh tiang sinh lympho dU & vi tri ndo trén co thé cling gy
nhitg ton hai vé thim my, chirc ning, thim chi 1a sinh mang.
Phan phy nhan cau 14 vi tri hay gip ciia u lympho khéng Hodgkin,
chi sau cdc hach bach huyét viing dau mit co. Khi hach chua to,
tinh trang toan than con tét bénh nhan s& chon kham mat 1a viéc
dau tién. Hoi bénh, thim kham, 1am cac xét nghiém bo sung sau
d6 phau thuat sinh thiét hodc phiu thuat cat bé u ¢6 ¥ nghia vo
cling quan trong cho viéc chan doan xéac dinh, phan loai md bénh
hoc, dinh huéng va lya chon phuong phap diéu tri, theo ddi va
tién lugng bénh nhan.

Pé déng gop vao von hiéu biét téng thé vé bénh ting sinh
lympho phan phu nhin cau trén cac phuong dién: 1am sang, cac

xét nghiém can 1am sang, cic phuong phap diéu tri, két qua, bién

chirmg ... nhém nghién ciru tién hanh dé tai: “Nghién ctu dic

diém 1am sang, cin lam sang, két qua diéu cac bénh ting sinh

lympho phan phu nhin cau”. Dé tai c6 cic myc tiéu sau day:

1. M0 td ddgc diém lim sang, cgn ldm sang cac bénh ting sinh
lympho phan phu nhan cau.

2. Nhén xét két qua diéu tri cdc bénh ting sinh lympho phan phu
nhan cdu.

BO CUC CUA LUAN AN

Luan an gébm 113 trang véi 4 phan chinh:

Dit van dé: 2 trang
Chuong 1: Téng quan tai liéu 35 trang
Chuwong 2: Ddi twgng va phuong phap nghién ciu 16
trang
Chuwong 3: Két qua nghién ciu 25
trang
Chuong 4: Ban luan 31
trang
Két luan: 2
trang
Hudng nghién ctu tiép 1
trang
Kién nghi: 1
trang

Luan &n c6 28 bang, 12 biéu dd, 25 hinh anh, 4 so dd, 99 tai liéu tham
khao
(6 tiéng Viét, 93 tiéng Anh)

Chuong 1
TONG QUAN
1.1. PHAN PHU NHAN CAU



Co quan thi giac bao gdm nhin cau va phan phy nhin cau.
Phan phu nhin ciu 1a cac bo phan ning dd, che chd, bao vé nhén
cau (ocular adnexa).

Nhu vay, phan phu nhan cau sé& bao gom:

- Mi mat

- Két mac va cac tuyén lién quan

- Tuyén 1¢ chinh, duong dan 18

- Hdc mit chira: co van nhin, md, cdc mach mau va than kinh
1.2. BENH TANG SINH LYMPHO PHAN PHU NHAN CAU

Khi té bao lympho c6 mat va ting sinh ¢ nhiing noi binh
thuong khong co6 chung goi 1a bénh tang sinh lympho. Bénh tang
sinh lympho (lymphoproliferative disorders-LD) tai mit s& bicu
hi¢n ¢ nhan cau va ca phan phy nhén cau. Tuy nhién, biéu hién
tai nhin cau (ndi nhan) 1a rat hiém.

Bénh tiang sinh lympho phan phy nhan cau c6 xu hudng “
bung no dich t&” tai cac nudc chau A nhu Nhét Ban, Han Quéc
bai Loan voi ty 1¢ mic ting trung binh rn01 nam tu 1,5% den
2,5%. Tai My c6 t6i 45.000 ca mac mdi mac mdi nam, ty 1¢ mac
tang trung binh mdi nim khoang 6,2%. Trén kham nghiém tir thi
ctia 1.269 bénh nhan chét vi u lympho nguoi ta thiy 1,3% co biéu
hién bénh & PPNC. Ty 1€ ndy ¢ trén nhom bénh nhan u lympho
khong Hodgkin la 5% con véi u lympho ngoai hach 1a 8%.
lympho PPNC la nguyén nhan gay ra 10% khéi u hoc mat tren
nguoi truong thanh va 1,5% khéi tan san trén két mac.

Cac luan thuyet gin day nhét cho rang nhiéu loai u lympho
Xuét hién tir mot qua trinh dap wng binh thuong cia té bao lympho
VGi cac nhidm tring hodc viém nhidm hay dot bién yéu té sinh
lympho. C6 hai co ché bénh sinh d4 dugc chirng minh. Mot la u
lympho lién quan t&i viém man tinh, nhidm tring, qué trinh tc ché
mién dich hay bénh ty mién. Hai 1a chinh cac m6 lympho néi tai
cla co thé phat trién thanh u lympho do d4p tmg véi viém man
tinh do H.pylori trong u lympho tuyp MALT hay u ngoai hach
vung ria cua da day.

Phan loai bénh ting sinh lympho

Bénh tang sinh lympho PPNC
(két mac — tuyén 1¢ - hoc mét)

1.3. TRIEU CHUNG LAM SANG
1.3.1. Héi bénh va khai thac tién sir: can dic biét cha ¥ dén tién sir:

- Ghép tang, duing cac thudc chdng thai loai

- Réi loan mién dich: hdi ching Sjogren, Lupus ban do hé
thong, thap khop

- Suy giam mién dich: AIDS

- Viém loet da day ta trang: nhiém H.pylori

- Nhiém khuan, nhiém virus: Chlamydia Psittaci, HPV, adeno
virus

Céc bénh 1y trén duoc cho 1a d4 tao tién dé cho rdi loan phan
tmg mién dich, tao nén hiéu tng “sinh u”, anh huong dén su biét
hoa té bao mién dich trong d6 c6 té bao lympho, gay bién loan vé gen
va nhiém sac thé cia dong bach cau lympho. Trén nhdm bénh nhén
AIDS, bénh nhin nam gi6i hay méic u lympho hon so véi nit véi ty 18
7,38: 1.
1.3.2. Tri¢u chirng lAm sang, chin do4n

Toan than: bénh nhan c6 thé c6 syt can nhe (<10%), ra md
hoi ban dém, s6t. Tuy nhién nhiéu truong hop 1a khdng co triéu
chirmg. Chi khi bénh d4 ¢ giai doan mudn, giai doan ton thuong
ngoai hach ngudi bénh s& o biéu hién ram 1 & cot sdng, hé tiét niéu,
hé tiéu hoa, hach dau mat c6, mat...O giai doan nay, nguoi bénh suy
sup rat nhanh. Cac bénh tang sinh lympho PPNC néu xay ra trén



bénh nhan AIDS thudng 1a & giai doan cudi nén s& kém theo suy kiét,
nhiém trng phu nhiéu co quan....

Biéu hién tai mat:

Biéu hién 1am sang ciia réi loan ting sinh lympho phan phu
nhdn cau rit da dang. Céc triéu chimg khong dién hinh va khong
tram trong:

- Pau nhure it hodc khéng dau nhic

- Song thi, nhin md nhe

- Sung né mi, syp mi nhe

- Lo6i mat mirc d6 nhe va trung binh, 16i mét phét trién tir tir

- Céc biéu hién ctia khi u gay chén ép: nép gap hic mac, phi gai
thi, gidm thi lyc, han ché van nhén di kém véi hién tugng song thi,
cuong tu két mac...

- Cac biéu hién xam 14n cta u: tir hoc mét lan ra mi, tir hdc

mit lan ra két mac, tir hdc mét thidm nhidm ra ca mi va két mac.
1.4. CAC XET NGHIEM CAN LAM SANG
1.4.1. Siéu am B: duogc cho 1a it gia tri nhat trong cic cong cu
chan doan hinh anh. Hiéu tmg khdi u néu phat hién duoc thuong
kin déo, u lién quan dén tuyén 18, co truc, thi than kinh, khong
c6 canxi héa. Tuy nhién trong cac trudong hgp u lympho noi
nhan, nguyén phat hay c6 két hop véi ton hai ndo bo siéu am
B cung cap mot sd dau hiéu gia tri: mang bo dao day Ién,
khoang dich kinh bi co hep, cing mac day va rong hon binh
thudng, khong c6 canxi hoa.
1.4.2. Chup CT Scanner: thanh xuong héc mét thuong nguyén
ven, khong c6 mon xuong, khong co day xuong hay rong xuong
héc mat. U lympho thuong & ngoai chop co, ddy léch nhin ciu.
Céc dic tinh X-quang: thudng c6 ty trong twong ddi cao, bat mau
thudc can quang nhe, mat do thuan nhét, lién két chit véi cic mo
mém cua hdc mét tao cac bong md nhur ddm vira trong hc mt.

1.4.3. Trén phim MRI: cic ton thuong tin hiéu thap hon m& héc
mét, tin hi¢u bing mat d6 nhu mé nio & thi T1, bat mau
Gadolinium trung binh. Chup MRI c6 tiém thudc Gallium Citrate
(Ga 67) con cho phép chi diém ra cac khéi u lympho tai phat sau
diéu tri hay khong. Trong mét s6 trudng hop con phét hién duge
khéi u trong khi phim CT cho két qua binh thuong.
1.4.4. Giai phiu mé bénh hoc ciia bénh ting sinh lympho
PPNC

Pé chan doan va phan loai u lympho cin tuan theo cac budc
tuan ty.

- Dya vao hinh thai té bao: u té bao I6n hay té bao nho.

- Phéan loai theo dong té bao: can co cac tiéu chuan dic hiéu
ctia kiéu mién dich, dinh dang tham nhép té bao B hay té bao T.

- Cac diu 4n mién dich, di truyén hoc té bao: rat ich loi dé
phan biét cac truong hop khong rd rang.

Trudc bénh nhan u lympho phan phu nhin ciu, mét labo giai
phau-mé bénh hoc dat chuin can cung cp thong tin khéi u nhu
sau:

= Danh gia vé hinh thai té bao

= Nghién ciru vé hinh thai mién dich

= Thong s vé di truyén hoc phén tir (néu can thiét)

= Di truyén hoc té bao (khong thuong qui)

= Phan tich biéu hién gen (khong thuong qui)
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So @6 1.3: Tém tit sir dung khang thé (dAu 4n mién dich)
trong chan do4n phén biét u lympho
1.5. PIEU TRI BENH TANG SINH LYMPHO PPNC

Lya chon phwong thirc diéu tri phu thudc vao hinh thai md
bénh hoc ctia u va giai doan bénh. Cho dén nay van ton tai tranh
luan vé& viéc liéu bénh ting sinh lympho PPNC c6 thyc sy duoc
diéu tri khoi khong?.

1.5.1. Hoéa tri

Cho dén nay phac 6 CHOP van c6 hiéu lyc ngang bang véi
nhirng phac ¢6 méi nhu ProMACEC, mBACOD, MACOP-B, do
vay van duoc ua chuong nhat.

Phac @6 CHOP c6 doc tinh thip trén hé tao huyét, hiém khi
gdp giam bach cau d6 3 va do 4, giam huyét sic t6 nhe, khong c6
giam tiéu ciu. Men gan ting nhe, chii yéu & do 1. Khong gip ton
thuong than sau khi ding diéu tri cic chi s déu tr vé binh
thuong.

Mot s6 dic diém kiéu hinh mién dich va md bénh hoc duoc
coi la nhirng yéu t6 tién lugng két qua tiém ning & bénh nhan u
lympho phan phu nhin cau. Trudng hop boc 16 CD5 va CD43 chi
gip & mot ty 1¢ nhé bénh nhan u lympho phan phy nhin ciu
nhung lai lién quan véi dién bién 1am sang va hau qua x4u. Cac

truong hop bénh ting sinh lympho PPNC déu khong cé chi dinh
héa tri liéu todn than trir truong hgp tuyp md bénh hoc 1a u
lympho té bao B I6n lan toa (DLBCL).
1.5.2. Xa tri

Xa tri 1a phuong phap thuong dugc sir dung nhat dé diéu tri
OAL do tén thuong khu tra duge gap & nhidu ngudi bénh. Mot s6
nghién ctru sir dung phan loai WHO va danh gi4 liéu xa tri dap ung
cho thay 81% trudng hop EMZL/MALT dimng phat trién & vi tri gbc
ban dau trong 5 nam véi liéu thap hon 36 Gy nhung déu cao hon 30
Gy.
1.5.3. Li¢u phap mién dich

Nhirng nghién ctu gan day vé cac truong hop bénh va loat
truong hop con cho thiy kha niang tmg dung rong réi cia cac ché
pham tc ché, didu hoa mién dich nhu cycloporine, interferon
alpha.
1.5.4. Piéu tri bing khang thé khang lympho bao

Khang thé khang lympho bao 1a phuong phap diéu tri méi
nhat cho u lympho. Viéc si dung khang thé khiang CD20
(rituximab) dé pha huy té bao B dua trén co s& tac dong cam tmg
Ién chu trinh chét tu nhién, tiéu bao qua trung gian khang thé va
gy doc té bao qua trung gian té bao hoic doc 1ap véi khang thé.

Mién dich phéng xa tri liéu 1a mot ung dung mdi ctia mién
dich tri lidu. Trong d6 nguoi ta gan khang thé khang CD20 voi
lode 131 hozc Ytrium 90, gitp cho héa chét di tring md bénh, tiéu
diét té bao dich chinh xac hon.

1.5.5. Khong diéu tri gi

Horning SJ voi bang ching ciia 23% bénh nhan u lympho
biéu hién toan than, d6 4c tinh thip, ty thoai trién d& néu quan
diém chi nén theo d6i ma khong diéu tri gi cho nhirng bénh nhan u
lympho biéu hién tai két mac.

1.5.6. Diéu tri phiu thuat



Mot khi bénh chua co biéu hién toan than, chi c6 nhing bién
loan vé mét thi bénh nhan s& chon chuyén khoa mat ¢é dén kham
va diéu tri. Liic ndy, chuyén khoa mit 1a “ngudi tién phong” chan
doan ban chat u, phan loai giai phdu mé bénh hoc, diéu tri budc
dau, phdi hop diéu tri va theo ddi bénh nhan lau dai. Vi nhimng
bénh nhan da dugc chan déan & chuyén khoa khdi u nho choc
hach va lam tay d6 thi chuyén khoa mat sé& tiép don bénh nhin &
giai doan mudn hon, khi bénh lan tran dén mét hay bién chung tai
mat do xa tri. Vi ca u lympho tién phat hay thir phat phan phy
nhdn cau chuyén khoa mat con phai giai quyét ngay cic bién
chirg cua khéi u, duong dau véi mot so thé bénh dic biét cua
nhém bénh nay: thé xam nhap ndi nhan, gia viém cing mac sau,
gia viém mang bd dao.

Diéu tri phiu thuat gan nhu bat budc dé c6 dugc chan doan
x&c dinh nhod viée lay mo 1am xét nghiém giai phau mé bénh hoc lai
cO tac dung loai bo khdi u ra khoi co thé. Phuong phap phau thuat
khdi u gan 50 nam nay khong c6 budc dot pha ma chi c6 nhiing cai
tién nho.

Trong tong két ciia Rootman trén 122 bénh nhan u lympho
PPNC c6 dén 80% 1a u typ MALT. Trong d6 ty 1 bénh khong tién
trién thém sau lan diéu tri dau tién va séng trén 05 nim twong ing
14 71% va 98%, mirc10 ndm 1a 61% va 90%. Tuy nhién u lympho
lan toa té bao B, u lympho thé 4o nang, u nguyén bao mién dich c6
tién lugng toi: tién trién nhanh va sém, ty 1¢ tir vong cao. Cac
nghién ciru khac ciia Coupland, Rosado déu cho thiy ty 1¢ khong
tién trién va sdng sau 5 nim cao, trung binh 90%.

Chuong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU
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2.1. POI TUQNG, PIA PIEM VA THOI GIAN NGHIEN
cUu

Céc bénh nhan c6 bénh ting sinh lympho phan phy nhin cau
dén kham va dugc ph?xu thuat tai Bénh vién Mit Trung wong tur
thang 10/2010 dén thang 10/2012.

2.1.1. Tiéu chuan Iya chon bénh nhén

- Pugc chan doan xéac dinh bénh ting sinh lympho phan phu
nhan cau bang két qua giai phau bénh

- biéu trj 1an dau, tuan tha tot diéu tri va lich kham lai

- Ty nguyén tham gia nghién ctru
2.2. PHUONG PHAP NGHIEN CU'U: la nghién ciru quan sat
mo ta va can thi¢p lam sang

Nhém nghién ciru Can thiép Nhém nghién ciu
truéc can thigp ' sau can thiép
So sénh

2.2.1. Cé miu
=72 p(]- — p)
1-a/2 d2

- Lay d¢ tin cay 12 95% —> Z1.os2 = 1,96
- p la ti 1& chan doén sai, wéc tinh p = 5%
- d 1a d6 chinh xac tuyét ddi (9% - 21%) = 13%
N = 64 bénh nhan.
2.2.2. Phwong phap chon bénh nhan
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Nhiing bénh nhan bi bénh tang sinh lympho hdi du cac tiéu
chuan chon mau, khong co cac diéu kién loai trir, dugc chi dinh
phau thuat: sinh thiét tdi thiéu, sinh thiét rong réi hodc cit bo khoi
u.

Cac truong hgp kho phan dinh, phai 1am xét nghiém hoa mo
mién dich.

Céc bénh nhan nay duoc danh gia dac diém 1am sang trudc va
sau phau thuat, danh gia két qua diéu tri va cac yéu td 1ién quan...

Bénh nhan dugc theo ddi hau phau trong 2 nim (24 thang).

2.2.3. Phwong tién nghién ciru

- Bénh 4n mau

- Dung cu kham bénh: bang thi luc chir Snellen, nhan ap ké
Maclakov, thudc Hertel, thudc gay té tai chd, thudc gidn dong tu,
sinh hién vi kham bénh, miy soi diy mat cam tay, may anh k¥
thuat s6, may chup anh day mat, thi truong ké Humphrey.

- Sinh hién vi phau thuat d6 phong dai tir 0,4 dén 1,0.

- Kinh phau thuat deo tran do phong dai X4.

- B6 dung cu phau thuat hdc mét theo qui chuan, dung khoan
cat xwong ham mit.

- Chup CT-Scanner c6 tiém thudc can quang

- Xét nghiém giai phiu-mo bénh hoc thuong qui va cd nhuom
HMMD.

- Phan mém Epi-Info 6.4 va Stata 8.0 dé nap va xir Iy s liéu.

- Phiéu tham doi, thu moi kham.

Chuwong 3
KET QUA NGHIEN CUU VA BAN LUAN
Tur thang 10/2010 dén thang 10/2012 chang toi d phiu
thuat va theo ddi cho 64 bénh nhan (79 mit). Cac bénh nhan nay
dugc theo ddi tiép trong 24 thang (2 nam). Tai diém cudi clng cia
nghién ciru thang 10/2014 tong hop cac thong tin, dir liéu vé bénh
nhan tom tat nhu sau:
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3.1. PAC PIEM BENH NHAN NHOM NGHIEN CUU
3.1.1. Pic diém bénh nhan theo tudi va giéi

Ty 1é %
10 - 37.5
35 - 31.3
30 1 25
25 -
20 -
15 -
10 - 47
54 o - 1.5
0 — . » . .
<19 20-29 30-39 40-49 50-59 >60
Tubi phit bénh

Biéu d6 3.1: Phin bo bénh nhén theo tudi

Nghién ctru cta ching toi cho thdy tudi trung binh cta
bénh nhan 1 56,6 tudi, tré nhat 12 24 tudi, gia nhat 1a 88 tudi. Nam
giGi c6 42 bénh nhan (65,6%), nit gidi c6 22 bénh nhan (34,4%),
khong thiy co sur khac biét c6 ¥ nghia théng ké vé gioi. Két qua nay
dong nhat véi nghién ciru cia Shield CL va cong sy voi tudi trung
binh 14 66 tudi (trung vi 69, khoang 2- 93 tudi). Bénh nhan 1a nam
giGi chiém 61%, con lai- 39% la nit.

® Nam
Nu

34,5%

Biéu dé 3.2: Phin bo bénh nhén theo gidi
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3.1.2. Pic diém vé tién sir bénh

Bdng 3.1: Bénh sir toan than

Tién sir bénh n %
Viém loét da day- té trang 1 1,56
Bénh 1y Tai Miii Hong 1 1,56
Cao huyét ap 1 1,56
Chan thuong so nfo 1 1,56
bai thao duong typ II 1 1,56
Khéng c6 bénh tat 59 92
Tong 64 100%

Nghién ciru cta chung t6i chi c6 nhiing bénh nhan don 1é thudc
céc nhom bénh 1y nghi ngo c6 thé gay nén bénh ting sinh lympho.
Do vay khong dinh hudng nhiéu vé quan hé nhan qua. Cac nghién
ctru cua Jakobiec F.A va Ferry J.A va cong su cho thdy biéu hién
da dang vé tién s bénh chi yéu va cac viem nhiém man tinh,
bénh 1y réi loan mién dich hay tién sir ghép tang cia ca hai hinh
thai bénh 1y tang sinh lympho: tang san va u lympho thyuc thu.
3.1.3. Pic diém bénh sir

Bing 3.2: Thoi gian c6 u tai mit

Thoi gian n %
< 12 thang 40 62,5
13- 24 théng 12 18,75
>24 thang 12 18,75
Khong 10 co tr bao gio 0 0
Tong 64 100

Da phan bénh nhan dén khdm trong vong 1 nim sau khi
Xuét hién cac kho chiu dau tién 62,5%. Vi nhiéu Iy do nhu dén tri,
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tap quéan, chat lugng ciia chim séc mat ban dau con thap nén van
€O téi 12 bénh nhan (18,75%) t6i kham sau 12 thang bi bénh, ciing
Vi ty 1& d6 dén kham sau 2 nim bi bénh. Trong khi cac nghién
ctru khac cho thiy bénh nhan déu c6 dugc chan doan chinh xac
sau 2 ndm (24 thang) bi bénh.
3.1.4. Thé 1am sang

Trong 64 bénh nhan nghién ciru tit ca déu mdi chi biéu
hién ¢ mat, tinh trang toan than con rat tét, do vay déu 1a bénh
tang sinh lympho PPNC tién phat. Cac nghién ctru khac cho thiy
ty 18 u limpho thtr phat, biéu hién trén PPNC chi chiém 1%-8%
tly theo thé bénh. Diéu ndy ciing dong nhit véi két qua ciia chung
t6i Va Cac tac gia khac 12 u lympho PPNC (AOL) da phan 14 tién
phét, 1anh tinh, chii yéu khu trd tai chd.

Mit phai
= Mit tréi
® Hai mit

Biéu do 3.4: Ton thuwong theo mit

32. PAC PIEM LAM SANG CUA BENH TANG SINH LYMPHO
PPNC
3.2.1. Ly do dén kham
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Khong o triéu chimg |4 1.56%
Pomi | 11%
Dau nhic
Loi mat
Nhin d6i hoac nhin mo
78%
84%

S& thay khdiu & mi

Phit mi

Biéu do 3.3: Ly do dén khdm ciia bénh nhdn nghién ciru
Nhirng ddu hiéu hay gip 1a phd mi, so thdy u- 84%, sau d6 la
dau nhirc-17%, nhin d6i hoac nhin mo-3%. Cac tac gia khac
cling ¢6 chung mot nhan dinh v&i chung t6i 1a cac bénh ting
sinh lympho phan phu nhan ciu rét it anh hudng dén thi lyc.
3.2.3. Kham lam sang
3.2.3.1. Cac kham nghiém chirc nang

Bing 3.3: Danh gia chirc nang thi lyc
(sau chinh kinh- bing Snellen)

Chirc néng thi luc n %
20/20 dén 20/40 40 51
20/50 dén 20/200 19 24
20/200 dén 20/400 12 15
<20/400 8 10

Tong 79 100
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Cac bénh tang sinh lympho PPNC thuong khong giy giam
thi Iuc trir khi u chén ép vao thi than kinh gy phl gai thi kéo dai
sau d6 1a teo gai thi. Demerci H., Shield C.L va cong su [34] tong
két thiy cac triéu chirg xuat hién trung binh khoang 6 thang truéc
khi bénh nhan di kham. Thi lyc bénh nhan ctia nhém nghién citu
phd bién ¢ mirc 20/20-20/40 (82%), 20/50-20/200 chiém 14%,
kém hon 20/400 1a 9%. Tac gia khong dé cap dén nhom thi luc
thap do nhirng nguyén nhan gi.

Bdng 3.4: Nhan ap khi nhdp vién

Nhé&n ap vao vién n %
<24 mmHg 71 89
24-30 mmHg 7 9
>30 mmHg 1 2

Tong 79 100

Nhan ap cao la do u ran chéc, tham nhidm rong vao mi trén, tuyén 1¢,
két mac cing d6 gay chén ép vao nhan cau theo nhiéu hudng.
3.2.3.2. Triéu chirng thwc thé

Ty 18 ton thuong ca 2 mat 1a 23% khac biét véi nghién ciu
cua Shield CL 1a 33%. Trong khi d6 Ferry J.A lai cho ty 1€ bi bénh
ca hai bén 1a 12%. Piéu ndy chi c¢6 thé giai thich duoc do ¢& miu

qué khac biét.
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90 1 81,6 mH.Cuong
80 1 72
70 - g
60 - 54 5
50 -
39
40 -
30 il | 22
20 4 118 18 145 16 14,7
7 1 L5’3
0 I3 ! ! ! ! ! by ’ ! 1 !
Hanché Phumi Phumi Phica Sodwge Loimat Phune
van nhan trén dudi hai mi u ket mac

Céc triéu ching 1am sang biéu hién tly thudc vao Vi tri cta ton
thuong, hudng lan rong ciia nd. Céc triéu ching chung nhat van 1a
XUt hién u, 16i mét, dau, rdi loan thi lyc: giam thi lyc hodc song
thi. Néu u xAm nhiém vao tuyén 1¢ s& gay bién dang mi, hoi chirng
khé mat trong giai doan muodn. Tén thuong ¢ két mac rat kinh
dién 1& hinh anh thit c4 hoi. L6i mat 1éch truc kha hay gip do u &
phan giita hoc mit va ngoai chdp co. Loi mat thang truc di kém
V&i u hau nhén cau, c6 nguy co chén ép thi than kinh va gay giam
thi luc.

Biéu dé 4.3: So sanh biéu hign lim sang
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Phia trén 76%

Ca trong va ngoai chdp co'

Phia mii 13% Trong ;;'69 co Phia thai dwong 44%
A

Phia dwoi 16%

Néu tinh theo mit phang tran thi u & phia trén va phia
ngoai chiém ty 1& cao 76% va 44%. CO t6i 92% khdi u xuat hién &
binh dién noéng cia PPNC bao gdm mi, két mac, tuyén 1é va
duong 18, phan hoc mit trudc septum. Trong khi d6 cac khdi u &
sau nhn ciu va trong chop co chi chiém 5%, khac vai nghién
ctru cia Demerci H. nhung tuong dong nhiéu nghién ctru khéc.

So d6 4.1: Cac vi tri ton thwong theo mit phing tran va chép co
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26

63

0

N

Mi

Kétmac  Hoc mat Cuclé
bao gom ca

tuyén 1¢

Vitriu

Biéu dé 3.5: Vi tri gidgi phdu ciia u do bénh ting sinh lympho

PPNC

Khbi u con ¢ thé thAm nhiém va hoa vao té chic co

thing ngodi- 60% va thang trén- 49%. Két mac va tuyén 1&

ciing c6 thé bi u xam l4n vao. Trong d6 tuyén 1¢ bi ton thwong

khé nhiéu t&i 63%. Xoang c6 phan ung tran dich chung toi gap

6 bénh nhan nhung khong c6 bénh nhan ndo ¢ ton thuong néo.

Bing 4.2: Vi tri gidi phdu ciia u do bénh ting sinh lympho

20

gém ca
tuyén 1&

Cuclé

PPNC
Coupland SE | Knowles DM | Rosado ML | H.Cuong
Vitriu [4] [9] [68]
(n=112BN) (n=117BN) | (n=62BN) (n=64BN)
Mi 23(21%) 20% _ 8(12%)
Két mac 32(29%) 33% 26% 16(26%)
Hoc mat bao 52(46%) 74% 69% 40(63%)
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3.3. PAC TRUNG X QUANG

Dac tinh
Day xuong

Dang nang | ™ 7.6
Diic nhap quanh nhan cau 18

Lantéa |f ¥ 51

Ngam thude cam quang manh

0 20 40 60 80 100
TV 1é %

Biéu do 3.6: Pic tinh X quang

Trén cac bénh nhan nghién ciru ctia chiing t6i, u do bénh
tang sinh lympho PPNC ¢6 mot sé ddc diém x quang nhu sau:

- Tham nhiém dang lan téa vao cac m6 hdc mat, mat do
khong dong déu.

- Bao boc quanh nhdn ciu trén phim CT tuong tng véi
biéu hién 1am sang 1a dang dtic nhap (molding).

- C6 52% khdi u ¢ ranh giGi khong rd va lan toa, 48% u
c6 ranh gi6i r6 hinh dang u trdn hodc dai. Khi dbi chiéu véi Forell
W ching t6i thdy u dang c6 ranh giéi rd, tron hozc c6 truc doc dai
(tail) c6 vé khong phai 1a dic tinh ndi bat cia bénh ting sinh
lympho héc mét. U ngdm thusc manh (94%). Thanh xwong gan
nhu khong ton hai (96%), chi c6 4% c6 mon xuong hoic rong
xuong. )

Nghién ciru cua Sulivan T. va Valenzuela cho thay 52% bénh nhan
CO u ranh gidi 18, 46% u ranh gi¢i khong rd hodc khong phan dinh
dugc. U thuong khéng gdy mon xuong, trir 4/20 bénh nhan bi u
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lympho té bao B lan téa. Nghién ciru ciia chiing t6i ciing tuong dong
nhung thiy ty 1é rong xuong gip nhiéu hon mon xuong. Cac bénh
nhan déu bi bénh kha lau, thé bénh ning (1 u lympho té bao B 6n lan
toa, 2 bénh nhan phén loai theo WF 1a d6 4 va 6).

3.4. DPAC PIEM GIAI PHAU MO BENH HQC

64 tiéu ban
cua bénh tang sinh lympho PPNC

Nhuém HE
Poc ket qua lan mot
Phan loai theo cng thac thuc hanh WF

—

Phan loai theo cong thuc thuc

hanh (WF): truong hgp nghi ngo
- 8 tang san lym-phd Lam >§(et nghiém HMMD khi
- 24 u Ivm-phd can thiét
ym-p Phén loai theo cbng thac cua
- 32 truong hop nghi ngo WHO

DPoc két qua lan hai cho 32

Bing 3.10: Tdp hop két qud gidi phdu mé bénh hoc ciia BN

nghién ciru
Tuyp m6 bénh hoc n %
Téng san lanh tinh 11 | 17
Phan loai theo cong WF1 12 | 18
thae thuc hanh cia WEF2 3 5
24 trudng hop WEF3 2 3
lympho khéng WF4 2 3
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Hodgkin WF5 5 6
Phén loai theo U lympho ngoai hach vung ria 25 | 86
WHO cua 29 truong | U lympho 4o nang 3 11

hop u lympho U lympho té bao B lan téa
khong Hodgkin

Demerci H trén 160 bénh nhan thong ké dugc:

- Tang san lympho phan ung: 14 (9%)

- Tang san lympho khéng dién hinh: 21 (13%)

- U lympho &c tinh: 125 (78%)

Nghién ciru ciia chung toi ciing nhu cic tac gia trén dong
nhat mot két luan 1a tang san lympho c6 ty 1é nhé hon 20%, néu
phan tach dugc tang san lympho phan rng hay tang san lympho
khong dién hinh thi ty 1& nay s& dudi 10%.

3.6. PHUONG PHAP PIEU TRI
Bing 3.15: Cong thirc diéu tri ciia bénh nhéan va két qua

o Paping | o sipign | <MON9 | 4 phat
Diéu tri thay do6i
Phiu thuat 64 0 5
Phiu thuat + Hoa chit 5 0 0
Phau thudt + Hoa chit+ Tia xa 0 0 0
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bénh & giai doan mudn, hach tran lan trong giai doan ITI va IV cta
Ann Arbor

3.6.1. Phiu thujt _
Bdng 3.12: Kiéu phau thudt

Kiéu phiu thuit n %

Sinh thiét tdi thiéu 1 1,5
Sinh thiét rong réi (sinh thiét ct bo) 3 45
Lay khoi u rong rai 60 93
Tong 64 mat 100

Phau thuat c6 két hop voi lanh dong hodc tiém thudc duge mot vai
nhém nghién ctru cho 1a ¢6 két qua tét, dic biét 1a khéi u thude két
mac. Tiém triamcinolone, tiém alpha interferone sau mé cit bo u
cho thay hiéu qua cao: u khong xuat hién lai sau 2 nim theo ddi 1a
100%. Nhom nghién ctru khong tién hanh tiém thudc sau phiu
thuat va cd y dinh dé viéc ndy cho cac nghién ctru tiép theo.

Bdng 3.13: Phwong phdp phéu thugt

V6i héa tri va mién dich tri liu da phan cac tac gia cho 1a 72%
dap tng tét. Ching toi o 5 bénh nhan/64 bénh nhan phai dung da
hoa tri liéu, cong thitc CHOP ¢6 két hop véi Rituximab. Tai thoi
diém cudi cta nghién ciru cic bénh nhan con séng, han ché lao
dong nhung sinh hoat tuong dbi binh thuong. Xa tri bi nhiéu tac
gia phé phan baoi tic dung phu 1a duc thé thuy tinh do tia xa,
glécom tan mach...chi nén &p dung cho nhiing khdi u ¢ nong va
khu tra.

Trong cac bénh nhan nghién ctru khong c6 bénh nhan nao dugc

chi dinh xa tri. Tuy nhién Xa tri vin ¢ vai trd nhat dinh ddi véi

Phuong phap n %

Duing duong vao hdc mit qua da mi, 1y u 53 83
Duing dudng vao hdc mit qua két mac, lay u 9 14
Mo thanh xuong hdc mat, 1iy u 2 3

Tong 64 mat | 100

Pudng mé cai tién Kersten va Kulwin &p dung tét cho
khéi u gan mi trén. Nho duong rach dung dung ta c6 phiu truong
rong hon, phiu tich chinh xac va ty my hon, tdi da hoa viéc cat bo

khéi u.
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Pudng md cia Lynch qua cyc 1¢ ¢6 thé noi la phuong
phép duy nhat dé tiép can khéi u thanh trong héc mat (ngoai trir
duong md qua xoang ciia chuyén khoa TMH).

3.7. PIEU TRI CHUYEN KHOA BO SUNG
Tat ca 64 bénh nhan nghién ctru sau khi phau thuat dugc tiép
tuc diéu tri ndi khoa bo sung nhu tong két sau day:
Bdng 3.17: Diéu tri sau phau thudt
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Danh gia tong quat vé toan trang cta bénh nhan ¢ diém
cudi cta nghién ciru ching t6i c6 60 bénh nhan (93%) sdng thoai
mai vai tinh trang khong c6 u. Hai bénh nhén & tinh trang ty phuc
vu duoc sinh hoat ciia ban thin ma nguyén nhan chinh Ia do tuéi
tac chir khong phai do bénh 1y khdi u. Hai bénh nhan tir vong
trong qua trinh theo doi.

Bdng 3.19: Pdnh gid hoat dpng thuomg ngay (khuyén cdo ciia

WHO)

oA e 1A X So bénh nhan
Diéu tri hju phau =64 %
Maxitrol nudc va ma 64 100
Caricine 250mg hogc Orokin 250 mg 62 96
Medrol 16 mg udng 63 98

Diéu tri nhin khoa bd xung 1am giam sung né nhanh chong,
thaim my va do mo cua khe mi cai thién timg ngdy, vét md va seo
md déu & mirc dep hodc chap nhan dugc. Cac dang phiu thuat hd
trg nhu cO mi, phau thuat lac, phau thuat 18 do...khdng phai tién
hanh trén bat ky bénh nhan nao.

3.8. KET QUA PIEU TRI
3.8.1 Két qua vé chirc ning

Bing 3.18. Két qud vé chirc ning mit

Mirc d§ hoat dong n %
0: Hoat dong binh thuong, khong han ché 60 93
1: Han ché hoat dong niang nhung di lai duoc, 1 15
lam duogc viéc nhe
2: bi lai dugc nhung khong lam dugce viéc nhe 1 15
3: Sinh hoat tai giuong 0 0

3.9. THEO DOI DI CHUNG, TAI PHAT VA TU VONG
Bdng 3.20: Di chirng

Ton thwong n Ty 1€ % Cach thire xir tri

Teo thi than kinh 1 1,56 Diéu tri ndi khoa

Tang nhan ap 1 1,56 Diéu tri ndi khoa
Sup mi 1 1,56 Treo co trdn

Thi luc Nhén ap Song thi
rang | Giam | O | DR | g G| g | g | D
nguyén| chinh chinh | chinh thi di.éutri do diéu tri
2 1 76 72 6 1 77 1 1

3.8.2. Két qua vé thAm my

C6 63/64 bénh nhan hai 1ong vé thim my va chirc ning
mat. Mot bénh nhan do chi can thiép t6i thiéu bang sinh thiét nén
hiéu qua thim my khong dat duge sau phiu thuat.
3.8.3. Két qua toan than

C6 2 bénh nhan chét sau phiu thuat 13 va 15 thang. Céc
bénh nhan tai phat phai xét nghiém choc do tiry xwong bao gdom: 2
bénh nhan c6 u tai phat tai chd, 5 bénh nhan c6 u tai phat sém va
lan rong kém theo hach c6 to nhung khong dinh lugng dwoc men
LDH (khéng c6 hoa chét). Hai bénh nhan choc tiy ¢ két qua an
toan, u tai phat nhung van khu tr(i & vi tri cii dugc tiép tuc diéu tri
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tai chd 20 ngay khang sinh Caricine hodc Orokin, lip lai cong
thirec dung Medrol u khéng to thém.

Niam bénh nhan 6 u tai phat som, hach ¢6 to dugc chuyén
vién dé diéu trj hoa chit.

® Teo thi than kinh ®m Tang nhan 4p
® Sup mi U tai phat tai chd

2(16,7%)

Biéu do 3.8: Theo dbi di chirng, tdi phdt va tir vong
KET LUAN

Trén 79 mét ciia 64 bénh nhan, tién hanh trong mot bénh
vién chuyén khoa, trong thoi gian ngin, nghién ciru ciia chiing toi
hy vong gop thém hiéu biét vé mot bénh 1y khdi u kha phd bién
trong nhan khoa va ciing 1a nhom ung thu phd bién thir 6 tai Viét
Nam v&i cac thong tin chinh sau day:

1. Pic diém ldm sang, cin lam sang ciia cic bénh ting sinh
lympho PPNC
Diic diém lim sang

v’ Tién st bénh khong c6 tac dung dinh hudng cho chan doan va
diéu tri.
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v Tudi trung binh cia bénh nhan 1a 56,6%, nam gidi chiém
wu thé (65,6%). Thi lyc bénh nhan da phan con tét khi nhap vién
76%, c6 7 bénh nhan co ting nhan ap do bi khdi u chén ép.

v/ Chiing t6i gap t6n thuong ¢ mét trai nhiéu hon mét phai voi ty
& twong (g 13 42,2% va 34,4%. Ty 1¢ ton thuong & ca hai mat 1a 15
bénh nhan (23,4%).

v' Nguyén nhan di khdm hay gap 1 so thdy u voi ty 18 81%,
sau d6 phi né mi trén chiém ty 1& 73%. Ldi mat khong phai 1a
triéu chirng thuong gap- 44%, khdi u thuong khong gay dau nhirc-
83%.

v' Khéi u thudng & phan trude hdc mit 90%, phia trén ngoai
hdc mét 73%, ngoai chop co. Tuyén 1¢ hay bi tén thuong-63%.

v Céc triéu chimg 1am sang co ban: 16i mat nhe va trung
binh chiém 44%, 81% s dugc khéi u véi tinh chit nhu sau: mat
d6 chic(71%), kho xéac dinh ranh gi6i(51%).

Diic diém cdn lim sang:

v/ Hinh anh X-quang thudng 1a nhirng khdi ting giam ty
trong hdn hgp-66%, xu huéng lan téa va kho xic dinh ranh giGi
89%, ngim thudc can quang manh-94% va khong ¢ ton hai thanh
xuong hbc mat-96%.

v/ Bénh tang sinh lympho gém u lympho &c tinh khéng
Hodgkin PPNC (u lympho PPNC) chiém 87% va con lai 1a ting san
lanh tinh (17%), chi phan dinh dugc nho phan tich két qua xét
nghiém giai phiu mo bénh hoc. Trong 24 bénh nhan dugc phan loai
theo cong thirc thuce hanh (WF) ¢6 17 bénh nhan c6 d6 ac tinh thip
(70%) va con lai 1a d¢ ac tinh trung binh 7 bénh nhan (30%).

v’ Tét ca cac khdi u 1a tién phat c6 ban chat 13 u cia lympho
B, 40% thudc vao cip do ac tinh thap va trung binh theo phan loai
cia W.H.O. Hinh thai u lympho ngoai hach vung ria (EMZL)
chiém da s6 86%. Thé bénh ning, tién luong x4u gap trén 4 bénh
nhan/ 64 bénh nhan (3 bénh nhan u thé 40 nang-11% va 1 bénh
nhan(3%) u thé té bao B Ién- lan toa)
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v/ Biéu hién 1am sang, hinh thai md bénh hoc, héa mé mién
dich, sinh hoc phan tir 1 co s& dé phan loai dudi nhom cac ton
thuong tang sinh lympho PPNC theo phan loai WHO. Cac diu 4n
hda md mién dich nhu CD20 (+), CD79, cyclinD1, CD 43(-), MIB-
1, p53 rat quan trong dé tién lugng két qua diéu tri va giai doan bénh.
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2. Nhian xét vé két qua diéu tri bénh ting sinh lympho phan
phu nhan ciu

v/ Tt ca ca bénh nhan déu duoc phau thuat cat khéi u voi ty
Ié thanh cdng cao >90% Véi cac muc dich: xac dinh chin doan,
dinh huéng diéu tri cling nhu tién lugng, loai bo khéi u da phﬁn
hozc toan bo, cai thién thim my va chirc ning thi giac.

v Két qua diéu tri: bénh nhan ting va gitr nguyén thi luc
95%, ha nhan ap vé muc binh thudng- 98%, hai long vé thim my-
95%, hoat dong toan than thoai mai va binh thuong- 93%.

v Sau 24 thang theo ddi cac di ching gip phai 1a: chan
thuong thi than kinh khong hdi phuc- 1 bénh nhan, sup mi- 1 bénh
nhan, song thi do tén hai co van nhdn-1 bénh nhan. C6 5 bénh
nhan cd u tai phat, xam lan vao hach cb da duoc diéu tri hoa chat
cong thirc CHOP, vin song khoe manh dén thoi diém cudi cia
nghién ctru. Hai bénh nhan tir vong, mot do tudi tac va mot do u
lan tran vao TMH va so ndo.

v Céc yéu t6 dé tién lugng bénh nhan 12 tudi, ton thuong ca
hai mat, thé bénh theo xét nghiém giai phiu md bénh hoc, dinh
lwuong men LDH, c6 ton thuong hach hay co quan tao méu hay
khong.

INTRODUCTION

In general, cancer including Lymphoid Proliferations are a
“hot” healthy problem of the Vietnamese people today.
Lymphoide proliferations consists of 2 groups: lymphoma and
lymphoid hyperplasia. According to the study of Cancer Hospital,
lymphoma incidence is ranked 5th, ranked 6th in the causes of
death due to cancer.

Ocular Adnexal Lymphoma in primary accounting for 42% of
the types of ocular adnexal tumors, the blindness ratio 2- 4%, the
death rate after 5 years is about 25%. In contrast, only 5% to 8%
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of patients with non-Hodgkin lymphoma whole body and then
spread to ocular adnexal (secondary tumors). Lymphoid
hyperplasia sometimes also known as reactive lymphohyperplasia
or atypical lymphoid hyperplasia or pseudo lymphoma,
accounting for about 20% of the cases lymphoid proliferative
disorders. This lesion morphology diagnosis through surgery
histopathology navigation.

Lymphoid proliferations whether at any location on the body
and cause damage to the aesthetic, functional, and even life threat.
Adnexal occular is common position of non- Hodgkin lymphoma,
after the lymph nodes of the head and neck. When nodes are not
big, good health condition also, the patients will choice the eye
examination firstly. History taking, examination, additional tests
then biopsy or tumor remove have extremely important
implications for the determined diagnosis, histopathological
classification, orientation and selection methods treatment,
monitoring and prognosis of patients.

To contribute to the overall understanding of adnexal lymphoid
proliferations in terms of: clinical and para-clinical features, the
treatments outcomes, complications... the research group
conducted the thesis

“Ocular Adnexal Lymphoid Proliferations: clinical and
paraclinical features, treatment outcomes”

The thesis has the following objectives :

1. Describe the clinical and paraclinical characteristics of
adnexal ocular lymphoid proliferations.

2. Reviews the results of treatment of adnexal ocular lymphoid
proliferations.

OVERVIEW
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1.1. OCULAR ADNEXA: being parts support, protect, protect
the eyeball (ocular adnexa).Thus, the extra eyeballs will include:

- Eyelids

- Conjunctiva, related glands

- Main lacrimal gland, lacrimal pathway

- Orbit: extraocular muscles, fat, blood vessels and nerves
1.2. Ocular Adnexal Lymphoid Proliferations

When lymphocytes are present and proliferate in places where they
normally do not have a condition called lymphoid hyperplasia.
Lymphocyte proliferative disease (lymphoproliferative disorders-LD)
in the eye will manifest in the ocular and ocular. However,
presentation intraocular is very rare.

Ocular Adnexal Lymphoid Proliferations is " epidemic outbreak "
in Asian countries like Japan, Korea, Taiwan, the annual average
incidence increased from 1.5% to 2.5%. In the US there are 45,000
new cases developing each year, the annual average incidence
increased about 6.2%. Over 1,269 autopsies of patients who died of
lymphoma 1.3% seen in Ocular Adnexal Lymphoid Proliferations.
This rate in the patient group of non-Hodgkin's lymphoma with the
remaining 5% extranodal lymphoma is 8%. Ocular Adnexal
Lymphoma causes 10% orbital tumor in adults and 1.5% of
conjunctival neoplasm. The most recent hypothesis that lymphomas
arise from a process of normal response of the lymphocytes with
infection or inflammation or lymphogenesis factor mutant. There are
two pathophysiological mechanisms have been demonstrated. A
lymphoma is associated with chronic inflammation, infection,
immunosuppression process or autoimmune disease. The secondary
hypothesis is normal tissue develop into lymphoma as a chronic
inflammatory response to H. pylori due in MALT lymphoma or u
extranodal gastric gland lymphoma.
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Ocular Adnexal Lymphoid Proliferation Classification

Ocular Adnexal Lymphoid

Proliferation

(conjunctiva- lacrimal gland - orbit)

Adnexal Ocular
Lymphoma
(Malignant, non Hodgkin)

Adnexal Ocular

Lymphoma (Hodgkin

lymphoma, almost

nerver seen in clinical)

Lymphoid hyperplasia
(benign hyperplasia,
reactive hyperplasia,
pseudo lymphoma)

1.3. CLINICAL SIGNS
1.3.1. Taking history and investagtion: should pay particular
attention to history of:

- Organ transplantation, use of anti-rejection medication

- Immune disorders: Sjogren's syndrome, systemic lupus
erythematosus, rheumatoid arthritis

- Immunodeficiency: AIDS

- Peptic ulcer: H. pylori infection

- Infections, viral infections: Chlamydia psittaci, HPV, adeno
virus

These diseases are believed to have been laid the foundation
for immune response disorders make up effect "carcinogene”,
affecting the differentiation of immune cells including
lymphocytes, causing genetic abnormalities and chromosomes of
lymphocytes line. On AIDS patients, the ration between men and
women who suffering lymphoma is 7.38: 1
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1.3.2. Clinical symptoms, diagnosis

General situation: patients may have mild weight loss (<10%),
night sweats, fever. However, many cases are asymptomatic. Only
when patients were in advanced stages, stage lymph node lesions
of patients will have aggressive expression in the spine, urinary
system, gastrointestinal, head and neck lymph nodes, eyes... At
this stage, people depression is very fast. On AIDS patients
adnexal ocular lymphoid proliferations often occur in the final
stages shduld be accompanied by cachexia, multiple organ
infections.|.

Ophthalmiic findings

Clinical manifestations of adnexal ocular limphoid
proliferations very diverse. The symptoms are atypical and not
serious:

- Pain little or no pain

- Diplopia, slightly blurred vision

- Eyelids swelling, ptosis slightly

- Proptosis mild and moderate, proptosis grow slowly

-The expression of tumor compression: choroidal folds,
papilledema, decreased vision, limited eye movement associated
with diplopia, conjunctival congestion...

- The expression of tumor invasion: from orbital spread
eyelids, from orbit spread conjunctiva, infiltration from orbit to
both eyelids and conjunctiva.

1.4. PARACLINICAL PRESENTATIONS

1.4.1. Ultrasound B: is the least valuable in the diagnostic
imaging tool. Mass effects if detective often discreet, involving
the lacrimal gland, extraocular muscles, optic nerve, without
calcification. However in the case of intraocular lymphoma,
primary or associated with brain damage ultrasound B provide
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some valuable indicators: thickens uvea, vitreous cavity shrunk,
scleral thickness and wider than normal, with no calcification
1.4.2. CT Scanner: orbital bone intact, no erosion, without larger or
thickeness. Lymphoma often locates in extraconic space, deflect
eyeball. The characteristic X-ray: usually have a relatively high
density, light contrast staining, homogeneous density, linked closely
to the soft tissues, create shadows in orbit like “mud plash”

1.4.3. MRI : the lesions has lower signal than orbital fat, signal
density as equal as the brain in T, medium gadolinium staining.
MRI with injection Gallium Citrate (Ga 67) also allows point-out
lymphoid tumors recur after treatment or not. In some cases, the
tumors are detected by MRI meanwhile CT give normal results.
1.4.4. Anatomohistopathology of adnexal ocular lymphoid
proliferations

To diagnose and classify lymphomas need to follow the steps
sequentially:

- Based on cell morphology: large cell tumor cells or small.

-Classification according to cell line: require specific standards
of immunophenotype: B cell or T cell T infiltration

- Immune markers, cytology: very useful to distinguish the case
is not clear.

With patients suffering adnexal ocular lymphomas, an
anatomohistopathology laboratory should provide information of
tumors as follows:

U Evaluation of cell morphology

[J Research on immuno phenotype

[J Data on molecular genetics (if necessary)

[ Cell genetics (not routine)

[1 Analysis of gene expression (not routine)
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1.5. ADNEXAL OCULAR LYMPHOID PROLIFERATION
TREATMENT

Treatment method depends on the histologic morphology of
tumor and stage of disease. So far, there are still some debates
over whether adnexal ocular lymphoid proliferations has actually
been cured ?
1.5.1. Chemotherapy

So far CHOP formula was equally effective with the new formula
as ProMACEC, mBACOD, MACOP-B, so still the most popular.

CHOP formula has low toxicity on hematopoietic system,
rarely neutropenia with grade 3 and grade 4, hemoglobin
decreased slightly, no thrombocytopenia. Hepatic enzyme
increased slightly, mainly at the 1% level. No having kidney
damage, after stopping therapy indicators are back to normal.

Some characteristics of the immune phenotype and histology
are seen as predictors of potential outcomes in patients with
adnexal ocular lymphomas. Cases of CD5 and CD43 positives
only present in a small percentage of patients with adnexal ocular
lymphomas but related to the bad clinical presentation and adverse
consequences. The adnexal ocular lymphomas not indicated
systemic chemotherapy unless otherwise histopathological type
lymphomas are diffuse large B-cell (DLBCL).
1.5.2. Radiotherapy

Radiotherapy is the method most commonly used to treat
localized lesions due adnexal ocular lymphomas is found in many
patients. Some studies using the WHO classification and
assessment radiotherapy dose response showed 81% of cases
EMZL / MALT stop development at the original location in 5
years with a lower dose of 36 Gy but was higher than 30 Gy
1.5.3. Immunotherapy
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The recent study of cases and case series also showed broad
applicability of inhibitor preparations, immunomodulator such as
cyclosporine, interferon alpha
1.5.4. Treatment with antilymphocyte antibodies

Lymphocyte antibodies are the latest treatments for lymphoma.
The use of antibodies to CD20 (rituximab) to destroy B cells
based on induced impacts on the apoptosis, antibody mediated
destruction and cytotoxic or cell-mediated toxicity up with
antibodies.

Radioimmunotherapy is a new application of immunotherapy.
In which people linked CD20 antibody with lodine 131 or Ytrium
90, makes chemicals go hit diseased tissue, destroy the target cells
more accurately.

1.5.5. No treatment

Horning SJ with evidence of 23% of patients with lymphoma
manifestations, of low malignant, self regresses stated views
should track which no treatment for patients with lymphoma
presentations in conjunctiva.

1.5.6. Surgical treatment

Once the disease has not yet manifested whole body, only the
eye abnormalities, patients would came to eye specialist to
diagnose and treat. Now, ophthalmologists are natural "pioneers"
to diagnosis and classification of anatomohistopathology, initial
treatment, combination treatment and long-term monitoring of
patients. For those patients who have been diagnosed with a
cancer specialist through marrow and lymph node biopsies, the
ophthalmologist will see patients at a later stage, when the disease
spread to the eye or eye complications caused by radiotherapy.
With both primary adnexal ocular lymphoma or secondary the
opthalmologist must solve immediately the complications of
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tumor, can cope with some special disease of this patient group:
intraocular lymphomas, pseudo post-scleritis, pseudo uveitis.

Surgical treatment is almost mandatory to obtain definitive
diagnosis by taking test tissue anatomy histology have the effect of
removing the tumor from the body. Method tumor surgery nearly 50
years without a breakthrough, only small improvements [7].

In summary of Rootman on 122 patients with adnexal ocular
lymphoma, 80% is MALT type. In which the proportion of
patients no further progress after the first treatment and 05 years
disease free survival on the corresponding 71% and 98%, 61% and
90% at 10 year. However B cells diffuse lymphoma, follicular
lymphoma mantle cell lymphoma, immune blastoma have a bad
prognosis: rapid progression and early recurrence, high mortality
rate. Other studies of Coupland, Rosado showed no progression
rate and high rate of free survival after 5 years, on average 90%.
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OBJECTIVE, DESIGN, METHODS AND STUDY
MATIERIALS

2.1. OBJECTS, PLACES AND STUDY TIME

The patients with adnexal ocular lymphoid proliferations
examinate and surgery at the Central Eye Hospital from Dec/2010
to Dec/2012.
2.1.1. Criteria for selecting patients

- were confirmed the diagnosis of adnexal ocular lymphoid
proliferations with pathology results

- firstly treated with good behavious and well cooperations

- volunteer to be involve in research
2.2. METHODS: observational study was descriptive and clinical
intervention

Pre-intervention ) Post-intervention
group —| Intervention group
Comparison
2.2.1. Cé mau
n=7z2 PA-p)
1-a/2 d2

- reliability level is 95% — Z(1.42) = 1.96

- p is the rate of misdiagnosis, estimated p = 5%
- d is the absolute precision (9% - 21%) = 13%
n = 64 patients

40

2.2.2. Patient selection method

Patients with adnexal ocular lymphoid proliferations meet the
criteria of sample, without exclusions, is indicated surgery:
incisional biopsy, excisional biopsy or excision.

In case of difficult circumstances, it need to be tested by
immunohistochemistry

Patients were evaluated clinical characteristics before and after
surgery, assess treatment outcomes and factors related...

Patients were followed-up for 2 years postoperation (24 months)
2.2.3. Research facilities

- Medical documents

- Tools for medical examination: Snellen eye chart letters,
tonometer Maclakov, ophthalmometer of Hertel, anesthetic topical
solutions and mydriasis agents, slit-lamp for eye examination,
fundus eye ophthalmoscopy, digital cameras, fundus eye
photography, Humphrey visual field analyser

- Surgical microscope magnification from 0.4 to 1.0

- Forehead wearing surgical loupe X4 magnification.

- The orbital surgical instruments, oculo-facial bone cutter and
driller.

- CT-Scanner with injectable contrast agents

- Examination of anatomical-histopathological routine and
histobiochemistry staining

- Epi-Info software Stata 6.4 and 8.0 to load and process data.

- Follow up notes, invitations letter for re-examinations.
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FINDINGS

From Dec/2010 to Dec/2012 we had the surgery and follow-up
for 64 patients (79 eyes). The patients were followed up for 24
months (2 years). At study endpoint of Oct/2014 general
information and data about the patient summarized as follows:

3.1. PATIENT CHARACTERISTICS OF RESEARCH
GROUP

3.1.1. Characteristics of patients by age and gender

The percentage

350 - 32.8 32.8
30% -
25% A
20% -

15% A

04
1S 47 47

5% - o ! - "7

0%

<20 21-30 31-40 41-50 51-60 >60

Age of disease onset

Chart 3.1: The distribution of patients by age

Our research shows that the average age of patients was 56.6
years old, the youngest is 24 years old, the oldest is 88 years old.
Men with 42 patients (65.6%), women have 22 patients (34.4%),
there was no significant difference in gender statistics. This result
is consistent with studies of Shield CL et al with an average age of
66 years (median 69, range 2- 93 years old). Male patients
accounted for 61% and 39% is female.
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m Male
Female

Chart 3.2: Distribution of patients by gender
Table 3.1: Medical history

Medical history n %
Gastro-duodenal ulcers 1 1.56
ENT diseases 1 1.56
High blood pressure 1 1.56
Traumatic brain injury 1 1.56
Diabetes type | 1 1.56
No illnesses 59 92
Total 64 100%

Our study has only patients with single patient suspected
pathology can cause lymphoid proliferative diseases. So not much
orientation about causes-effects. Medical history notes

Table 3.2: The time has tumor in the eye

Time n %
< 12 months 40 62.5
13- 24 months 12 18.75
>24 months 12 18.75
Unknown 0 0
Total 64 100
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The majority of patients presenting within one year after the
appearance of the first upset of 62.5%. For many reasons, such as
people's habits, quality of primary eye care is low, there are still
12 patients (18.75%) up to 12 months of fist visiting, also with
that ratio visit later 2 years of illness.

3.1.4. Clinical style

In 64 studied patients have all manifested only in the eyes,
general condition is very good, so are the primary adnexal ocular
lymphoid proliferations.

OD
= OS

m Bilateral

Chart 3.4: Eye of involvement
32. CLINICAL CHARACTERISTICS OF ADNEXAL OCULAR
LYMPHOID PROLIFERATIONS
3.2.1. Reasons for visit

Nosien |#1.56%
Red eye 11%
Pain 17%

Prosptosis 1.56%

Double vision or blurry vision 3%
Tumor palpation 78%
Eye lid oedema 84%

0% 20% 40% 60% 80% 100%

Chart 3.3: The reasons to take the examinations of study patients
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Common signs are consistent eyelid oedema, tumoral
palpation - 84%, then the pain-17%, double vision or blurred
vision-3%. Other authors have also shared with us a statement
that the adnexal acular lymphoid proliferations is very little
effect on vision.

3.2.3. Clinical exams
3.2.3.1. The functional explorations
Table 3.3: Vision acuity (post correction- Snellen chart)

Vision Acuity n %
20/20 to 20/40 40 51
20/50 to 20/200 19 24
20/200 to 20/400 12 15
<20/400 8 10

Total 79 100

Adnexal ocular lymphoid proliferations not usually cause
vision loss unless tumors put pressure on the optic nerve causing
papilledema prolonged then atrophic papilledema.

Table 3.4: Hospital entering intra ocular pressure

_ Hospital entering N %
intra ocular pressure
< 24 mmHg 71 89
24-30 mmHg 7 9
>30 mmHg 1 2
Total 79 100

High intraocular pressure is due to solid tumors, extensive
infiltration in the upper eyelids, lacrimal gland, fornix conjunctiva
and cause compression on the eyeball in many directions.
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3.2.3.2. Physical symptoms
90% - Harkan Demerci
30% A - = H.Cuong
70% -
60%
50% A
39
40%
30%
18
20% 18 145 16
10% 1 53
0%
Eye  Uppereyelid Loweeve  Eyelids Tumor  Prosptosis Conjunctival
movement oedema lid oedema oedema palpation oedema
limi tation

Chart 4.3: Comparison of clinical manifestations

Superior 76%

Extra - conial space
90%

Both 5%

Medial 13% Lateral 44%

Intra - conial
Space 5%

Inferior 16%

Chart 4.1: Lesions involving cornial spaces and frontal plane
In the frontal plane, the tumor in the upper and outer is high
percentage of 76% and 44%. Up to 92% of tumors occur in
touchable parts of adnexal ocular include lids, conjunctiva,
lacrimal gland and lacrimal pathway, preseptum orbit While the
tumors in the posterior bulbar and intraconic space is only 5%.
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The percentage
70% -
60% -
50% -
40% - 26
30% -
20% -

10% - 0_

Evelid Conjunctiva  Orbit including Caruncle
lacrimal gland Tumoral
position

Chart 3.5: Anatomical location of adnexal acular lymphoid
proliferations

The tumor can also infiltrate and integrate into superior rectus
muscle 60% and inferior rectus muscle 49%. Conjunctiva and
lacrimal gland tumors can also invade. In which lacrimal gland is
damaged pretty much as 63%. Effusion sinus reactions we
encountered 6 patients, but no patients had brain damage.
3.3. RADIOLOGIC FEATURES

Characterictics

Bone thickeness
Bone erosion

Cyst format IL
Undefinition ]
Moulding ]
Well definition |
Extended |
Firm |

Constrat agent

The percentago

Chart 3.6: Radiologic characteristics
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In our study, adnexal ocular proliferations has a number of
radiologic characteristics as follows:

- Infiltrate diffuse into the orbital tissue, uneven density

- Wrapped around the eyeball with can be seen on CT film like
molding.

- There is 52% of tumor which boundary is not clear and
diffuse, 48% has remarkable boundaries with round shape or long
tail. When compared with Forell. W we can see tumors is well
demarcated, round or long vertical axis (tail) seems not the
features of adnexal ocular lymphoid proliferation. Tumors infuse
strongly the constrat agent (94%). Bone almost no damage (96%),
only 4% have bone erosion or bone extended.

3.4. ANATOMOHISTOPATHOLOGIC FEATURES

64 Specimons of adnexal acular
lymphoid peolifeations

HE Stasining
First analusis
Classi fication following WF
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Table 3.10: Summary of anatomohistopathological results of
study patients

Anatomohistopathological type n %
Hyperplasia 11 | 17
Working WF1 12 | 18
Formulation WF2 3 >
classification of 24 WEF3 2 3
cases non Hodgkin WF4 2 3
lymphomas WFS 5 5
WHO classification | Extranodal marginal lymphoma | 25 | 86
of 29 cases non Mantle lymphoma 3 | 11
Hodgkin B large cell diffuse lymphoma
lymphomas 1 3

Demerci. H on 160 patients was statistic:

- Reactive lymphoid hyperplasia: 14 (9%)

- Atypical lymphoid hyperplasia: 21 (13%)

- Malignant Lymphoma: 125 (78%)

Our study, well concordance with author above on
concluded that lymphoid hyperplasia has a smaller proportion
of 20%, if separable the reactive lymphoid hyperplasia or
atypical lymphoid hyperplasia will be lower than 10%.

3.6. TREATMENT
Table 3.15: Treated options and outcomes

Working Formulation classification (WF):
- 8 cases of hyperplasia
= 24 cases of lymphoma

= 32 cases unknown

>

reaction if necessary
= WHO classification

= Reanalysis for 32 cases unknown

= Perform Immunohistobiochemistry

Results )
Regression| No change | Recurrence
Treament
Sugery 64 0 5
Surgery+ Chemotherapy 5 0 0
Surgery+ 0 0 0
Chemotherapy+Radiotherapy
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3.6.1. Surgery
Table 3.12: Surgical types
Surgical types n %
Incisional biopsy 1 1.5
Excisional biopsy 3 4.5
Excision 60 93
Total 64 eyes 100
Table 3.13: Surgical methods
Methods n %
Approaches the orbit through the skin and 53 83
tumor excision.
Approaches the orbit through the 9 14

conjunctiva and tumor excision.

Orbitotectomy, approaches the orbit and 2 3
tumor excision.

Total 64 eyes | 100

3.7 OPHTHALMIC TREATMENT
All 64 study patients after surgery continued medical
therapy supplemented as summarized below:
Table 3.17: Post-opeartion treatment

Patient number

50

Ophthalmic additional treatment to reduce swelling quickly,
aesthetic and eye lid aperture improving day by day, wound and
scar are beautiful or acceptable. The types of surgical support as
ptosis surgery, strabismus surgery, fistula surgery... not conducted
on any patient.

3.8. TREATMENT OUTCOMES
3.8.1 Functional results
Table 3.18. Results of visual fonction

Vision Acuit Increase Reduce Stable
y 2/79 1/79 76/79
Intraocular Corrected Semi-corrected Uncorrected
pressure 72/79 0 1/79
Diplopia No |mpr00vement Impr0\l/ement Dlsappfarance

3.8.2. Aesthetic Outcomes

63/64 patients have satisfied the aesthetic and eye function.
One patient because only minimal intervention by biopsy should
have not achieved aesthetic effect after surgery.
3.8.3. Systemic results

Overall evaluation of the systemic patient's condition in the
end point of our study: 60 patients (93%) live free of tumors.
Two patients are quite weak but still self-service, the main
cause is due to age rather than disease. Two patients died
during the follow-up period.
Table 3.18: Evaluation daily activities (recommended by WHO)

Post-opeartion treatment %
n=64
I\/_Iaxﬁrol ophthalmic solution and 64 100
ointment
Caricine 250mg or Orokin 250 62 9%
mg, oral

Medrol 16 mg, oral 63 98

Activities Level n %
0: Activate normally, no limitation 60 93
1: Restrict the activities but walk, do light L T
housework normally.
2: Still walk but can not do light housework 1 15
3: Immobile at bed 0 0
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3.9. FOLLOW UP, RECURRENCE AND MORTALITY
Table 3.19: Sequelaes

Lesions n | Percentage Cach thire xir tri
Optic atrophy 1 1.56 Medical treatment
Intraocular high 1 1.56 Medical treatment
pressure
Ptosis 1 156 Frontal m_uscle
suspension

Two patients died after surgery 13 and 15 months. The patients
have recurrent, have to do bone marrow biopsy include: 2 patients
with tumor recurrence insitu, 5 patients with tumor recurrence and
spread early combination with cervical nodes. However LDH
enzym was not quantitative. Two patients marrow puncture safety
results, tumor recurrence but in the same location, had continued
treatment in ophthalmology environment for 20 days of Orokin or
Caricine antibiotics, repeating the formula of Medrol and the
tumor remissioned.

Five patients with recurrent tumors early with cervical nodes to
be transferred to cancer hospital for chemotherapy.

m Optic nerve atrophy m [OP increased
m Ptosis Local recurrence
® Tumor extended cervical nodes ~ #Dead

2(16.7%)

Chart 3.8: follow up, recurrence and mortality
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CONCLUSIONS

On 79 eyes of 64 patients, conducted in a specialized hospital,
in a short time, our study hopes to contribute more knowledge
about a tumoral disease quite common tin ophthalmology and the
6th most common cancer in Vietnam with the following
information:

1. The clinical, paraclinical features of adnexal ocular lymphoid
proliferations

Clinical features

- The medical history is not effective to orientate diagnostic
and treatment.

- The average age of patients was 56.6, men dominated
(65.6%). Visual acuity was good in majority of patients on
admission 76%, with 7 patients had glaucoma due to tumor
compression.

- We found that lesions in the left eye more than the right eye
wiht the corresponding rate was 42.2% and 34.4%. Percentage of
damage in both eyes of 15 patients (23.4%).

- The most common reasons caused the patients enter the
hospital is palpable tumors at the rate of 81%, then eye lids edema
percentage over 73%. Proptosis are not very often- 44%, tumors
often do not cause pain-83%.

- The tumor usually locate in the orbit 90%, 73% tumors seen
in the superior lateral orbit, usual found at extraconic space.
Lacrimal gland-63%.

- The basic clinical symptoms: mild and moderate proptosis
accounted for 44%, 81% palpable tumors with the following
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characteristics: hard density (71%), difficult to determine the
boundaries (51%,).

Paraclinical traits:

- X-ray image typically mixed-low and high density signals-66%,
tends to spread and difficult to determine the boundaries of 89%,
strong staining absorbed 94% and no orbital bone damage -96%.

- Adnexal ocular lymphoid proliferations include adnexal
ocular non-Hodgkin's lymphoma corresponding 87% and the
remaining are benign hyperplasia (17%), only be assigned by
analyzing anatomo histopathology results. In 24 patients were
classified according to the Working Formulation(WF) with 17
patients with a low malignancy (70%) and the rest is the average
malignant 7 patients (30%).

- All the primary tumor is essentially lymphoid tumors of B cell,
40% belong to the low level and the average malignant classified by
WHO Extranodal Marginal Zone Lymphoma(EMZL) majority 86%.
Severe disease, poor prognosis patients met on 4/64 patients (3
patients with MANTLE lymphoma-11% and 1 patient (3%) diffuse
large- B cells lymphoma)

-The clinical presentation, morphology histopathology,
immunohistochemistry, molecular biology as the basis for
classification suptype of adnexal ocular lymphoid proliferations.
The markers as CD20 immunohistochemistry (+), CD79,
cyclinD1, CD 43 (-), MIB-1 and p53 are important to predict
treatment outcome and disease stage.

3. Overview of the treatment results of adnexal ocular lymphoid
proliferations

- All the patients underwent tumor resection with high success
rates> 90% for the following purposes: to confirm the diagnosis,
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treatment orientation and prognosis, largely removing the tumor or
the entire, improved aesthetics and visual function.

- Results of treatment: increase and maintain patient acuity 95%,
lowering the intraocular pressure of the usual 98% rate, aesthetic
satisfaction-95%, comfortable life and pretty normal- 93%.

- After 24 months of follow-up sequelae encountered are: nerve
injury did not recover- 1 patients, ptosis -1 patient, double vision
due to injured extraocular muscles-1 patient. There are 5 patients
with tumor recurrence in invasive cervical lymphadenopathy was
treated by chemotherapy- CHOP formula, still live healthy until
the end of the study. Two patients died, one because of age and
one do tumors spread at ENT and brain.

- The prognostic factor for patients are age, bilateral lesions,
anatomohistopathologic results, quantitative enzyme LDH, any
lesions or not at ganglia or hematologic organs



