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PAT VAN PE

Bénh nhin giap (Thyroid Eye Disease) con goi 1a bénh mat Graves
(Graves Ophthalmology, Graves Orbitopathy), hay bénh héc mat lién quan
tuyén giap (Thyroid Associated Obitopathy) 13 mét tinh trang viém tu mién &
hbc mit c6 lién quan chit ché voi bénh tuyén giap ty mién [12], [53]. Bénh
canh 1am sang thuong bat dau tir giai doan tién trién véi cac biéu hién: Phu
mi, phu sung huyét két mac, co tron mi, 16i mét, liét van nhan, hé mi, viém
loét giac mac hodc chén ép than kinh thi. Nhitng ton thwong nay co thé giy
mét thi luc, song thi va bién dang vé mat, anh huong dén chat lugng cudce
song, din dén nhu cau can thiét phai diéu tri.

Diéu tri tc ché min dich (Glucocorticoid, thudc diéu hoa mién dich)
thuong duogc thyc hién sdém trong giai doan tién trién cta bénh. Muc tiéu la
khéng ché phan tmg viém ty mién trong hoc mat, qua d6 lam thay ddi tién
trinh tu nhién cua bénh theo chiéu hudng tdt hon: giam viém mo mém, cai
thién thi luc, cai thién song thi, giam co tron mi va giam 16i mét [23], [29].

Glucocorticoid dugc dung dé diéu tri bénh nhan giap hon bdn muoi
nim qua, hién nay van 1a thudc chu yéu. Nhiéu nghién ctu cho thiy:
Methylprednisolone tinh mach lidu cao c¢6 hiéu qua hon va dung nap t6t hon
Prednisolone ubng [11], [72], [85], [116]. Theo huéng din cua EUGOGO
nam 2008, Methylprednisolone tinh mach lidu cao la lya chon dau tién trong
diéu tri bénh nhan giap giai doan tién trién muc d6 trung binh — ning va de
doa mt thj lyc. Tuy nhién, do giai doan tién trién thuong kéo dai tir 6 — 18
thang, nén cach dung Methylprednisolone tinh mach trong 3 thang hién hanh

khong hoan toan kiém soat dugc qua trinh viém. Khoang 35% — 55% bénh



nhan van con viém sau 1 liéu trinh diéu tri ban dau 14 van dé nan giai hién tai

[15], [20], [137].

D3 c6 nhitng bao cdo kha quan vé viéc két hop Glucocorticoid véi
Cyclosporine hay Azathioprine trong diéu tri bénh nhan giap ning, dé ting
hiéu qua chdng viém, giam bét liéu Glucocorticoid [34], [35], [71], [93].

Azathioprine, thudc diéu hoa mién dich thudc nhom chdng chuyén hoa
(Antimetabolite Immunosuppressants), thuong dugc st dung an toan vdéi
Methylprednisolone tinh mach trong diéu tri xo cing rai rac [33], [90], viém
mach mau Wegener [59]. Vai nghién ctru di cho thiy: Azathioprine dung nap
t6t hon Cyclosporine [10], khéng giy doc than va khong tac dung phu tim
mach [84], gi4 thanh lai ré hon, nén c6 thé coi né vu diém hon Cyclosporine.

Trong diéu tri bénh nhan giap, co 2 nghién ciru da cho thay: su két hop
Methylprednisolone tinh mach + Azathioprine + Prednisolone + xa tri [34],
[35] c6 tac dung gidm dd viém, giam d) nang, giam nhu ciu ph?lu thuat hon 4
lin so voi lieu phap Glucocorticoid don thudn. Tuy vdy, lidu
Methylprednisolone tinh mach + Azathioprine c6 tot hon Methylprednisolone
tinh mach don thuan trong diéu tri bénh nhan giap tién trién hay khong, dén
nay, van con chua rd. Do d6, chung t6i tién hanh “Nghién ctru diéu trj bénh
nhin gidp hoat tinh bang Methylprednisolone tinh mach két hop
Azathioprine” v&i cac muc ti€u sau:

1. So sanh tinh hiéu qua, tinh an toan cta liéu phap két hop
Methylprednisolone tinh mach + Azathioprine vo61 li€u phéap
Methylprednisolone tinh mach don thudn trong diéu tri bénh nhin giap
giai doan tién trién.

2. Phén tich cac yéu td anh huéng dén hiéu qua kiém soat viém trong diéu tri
bénh nhin gidp nhu: tudi, gisi, hut thude 14, thoi gian phat hién ton thuong

mat, TR-Ab, d6 viém, do 16i mat va song thi trudc diéu tri.



Chuwong 1: TONG QUAN TAI LIEU
1.1. So lwgc vé bénh Graves

1.1.1. Lam sang

Bénh Graves 1a mét bénh 1y tu mién, 1a nguyén nhan chu yéu cua cuong
giap. Cudng giap trong bénh Graves 1a do khang thé khang thu thé TSH
(TR-AD), ban dau duoc goi 1a yéu td kich thich tuyén giap tac dung kéo dai
(long-acting thyroid stimulators: LATS), lién két va kich hoat cac thu thé
TSH trén bé mit t& bao biéu md tuyén giap, 1am tuyén giap ting san, phi dai
va gia ting san xuat hoc mén tuyén giap. Bénh Graves co thé gip & bat ky
tudi ndo, nhung thuong xuat hién & Ia tudi tir 30 — 50. Ti 1¢ phat sinh hing

nam & nir 1a 16 /100.000 va & nam 1a 3/100.000 [14].

Biéu hién 1am sang ctia bénh Graves bao gém nhitng ddu hiéu cua nhiém
ddc giap va nhitng dau dic hiéu riéng cua bénh Graves (bang 1). Khi nhiém
ddc giap dugce xac dinh, viéc chan doan bénh Graves c6 thé duge thiét 1ap boi
sy hién dién cua ton thuong mat (bénh nhédn giap), hiém hon (dudi 1%), co

thé thdy phu niém truéc xwong chay [48] hoic to dau chi.

Bi¢u hién mit (bénh nhan giap) c6 thé duoc phat hién 1am sang khoang
50% & cac ngudi bénh Graves, ty 16 ndy c6 thé 16n hon nhiéu néu chan doan
thém véi CT hodc MRI hc mét. Cac dau hiéu co gia tri khac bao gém mot
budu o lan téa s& c6 mach dap, sy hién dién cia khang thé khang thu thé
TSH (TR-Ab). Trong trudng hop nghi ngd, xa hinh tuyén giap cho thdy su
tang hip thu iod phong xa, mat do dong nhét cia tuyén giap gitp xac dinh

bénh Graves, loai trir buéu gidp nhan doc hodc viém tuyén giap [14].



Bang 1.1: Pdc diém cia bénh Graves. Nguon Brent G.A 2008 [14]

Pic diém ciia nhiém ddc giap to

Tim mach: Hoi hdp, nhip tim nhanh, ting huyét ap tdm thu, suy tim

- Than kinh co: Run ban tay, yéu co, d& kich thich, n6i nhiéu, mat ngu.

- Dau tang chuyén héa: Tang than nhiét, sut can, kho chiu nong.

- Tiéu hoa: An nhiéu, (van gay), tiéu chay

- Tiét ni¢u sinh dyc: Ti€u nhiéu, giam tinh dyc, ro1 loan kinh nguyét, vo

sinh, li¢t duong va chiing v to nam gidi.

- Da: ban tay am, am udc, r6i loan sac to da, toc kho, dé rung

Dac diém cua bénh Graves

- Buou giap: 16n, thuong lan tdéa, déu, mém, dan hoi hodc hoi cung, co

thé ¢6 rung miu tim thu, thoi tdm thu tai budu

- Ton thuong Mit

Co tron mi, bat déng van mi nhan cau, nhin trung...
Ldi mét

Song thi, han ché van nhan

Viém hc mat: pht mi, pht sung huyét két mac...

Viém, loét giac mac

+ 4+ + o+ o+ o+

Chén ép thi than kinh: mo mat

- Phu niém khu trt (localized myxedema); to dau chi (acropathy)

Céc thé 1am sang: Yéu t6 ludn c6 mat 1a sy nhiem ddc gidp t6. Hai yéu to

khéc 1a budu giap va bi€u hién mat c6 thé thay doi tao nén cac thé lam sang:

Theo hinh thadi cua buou giap: Budu gidp lan téa, buéu nhan, da nhan

hoa doc, bénh Basedow khong c6 budu giap



Theo cac biéu hi¢én vé mat: Theé bénh Graves binh giap; Thé vdi cac biéu
hién mat c6 trude nhiem ddc gidp to; thé vdi cac bi€u hién mat ton luu hodc

ning 1én sau khi da diéu tri nhiém doc giap to [8].
1.1.2. Bénh sinh

O nguoi 16n, binh thudng ¢ sy dung nap véi cac khang nguyén hién dién
trong thai nhi, do d0, cac khang nguyén nay dugc co thé cong nhan 1 “cia
chinh minh”. Tuy nhién, trong mot sb trrong hop, sy dung nap co thé bi mat,
dan dén phan tng mién dich chéng lai nhitng khang nguyén niy, giy nén
bénh ty mién. Nguoi ta cho rﬁng co ché cua bénh ty mién bao gém sy gia
phan tir (molecular mimicry), su sira doi protein bat thudong hay giai phong
cac khang nguyén an. O bénh Graves, khang nguyén mét sy dung nap cia co

thé dugc xac dinh 13 thy thé TSH trén té bao nang tuyén giap [96].

Nguyén nhan khéi dong phan Gmg mién dich chdng lai thy thé TSH con
chua rd. Ngudi ta cho rang c6 su twong tac giita cac yéu tb di truyén va moi
truong. Yéu t6 di truyén c6 lién quan dén bénh Graves bao gdm cic gen ma
hoéa cac thy thé Thyroglobulin, thu thé TSH, HLA-DRp-Arg74, khang
nguyén té bao T doc 4 (CTLA4), CD25 va CD40. Cac yéu té moi truong nhur

ché do an nhi€u lode, ti€p xuc véi khoi thude 14, nhiém trung va cang thang.

Co ché cua bénh Graves duoc Bahn gia dinh nhu hinh 1.1, 1.2. Theo do, ¢
ngudi cé to bam di truyén, trong mot moi truong thuan loi, té bao T mat dung
nap v6i thu thé TSH trén té bao nang tuyén giap, din dén phan ing mién dich
chéng lai cac thu thé nay. Thu thé TSH bi céc té bao trinh dién khang nguyén
nhan dién, xtr Iy va trinh dién nhimng peptid ctia né véi té bao T gitp d& qua
phtrc hop phtt hop mé chu yéu (MHC) 16p II. Liic ndy, nhitng té bao T giup

d& tré nén hoat hoa va twong tac véi té bao B qua cau ndéi CD154 — CD40,



ché tiét interleukin-2 va interferon-y. Nhiing interleukin-2 va interferon-y nay
kich thich té bao B biét hod thanh twong bao va san xuit khang thé TR-Ab.
TR-AD s& lién tuc kich thich cac thy thé TSH trén té bao nang tuyén giap, 1am
tuyén giap ting san, ting ché tiét T3 and T4, kich thich cac thu thé TSH trén
nguyén bao soi hdc mat gay bénh nhén giap (hinh 1.1) [12].

A t'-_l‘j_"é“ ting san nang
giap tuyean giap

I | té bao nang
tuyen giap

-5
e ) iy =
- thuy thé TSH
té bao T )
coiee giup d& . té bao B
S " L 4.:::::::. _1"\:1‘*
S » 2. —
té bao trinh dign _kh.thé khang :
khang nguyén . ~thu theTSH .(
o e ron -y H-l\.t, i\\
nguyén bao \_"j‘“—

soi héc mat: = -~ Phl dai cor va/
\mo’ héc mat

Hinh 1.1.: M6 hinh bénh sinh bénh Graves. “Nguén: Bahn RS, 2010” [12]

O héc mit (hinh 1.2), khi bi kich hoat béi TR-Ab, mét phan nhoém cua
nguyén bao soi (con goi 14 tién t& bao md) s& biét ho thanh té bao md, véi su
gia ting biéu hién thy thé TSH. Trong khi d6, mot nhém nguyén bao soi khac
(c6 biéu hién khang nguyén mang Thy-1) duoc kich thich boi interferon-y va
TNF sé gia tang san Xuét hyaluronan. Tuong tu, su kich thich thu thé IGF-1

biéu hién trén mang nguyén bao sgi hoc mat cling dan dén ché tiét cac chat



hoéa hudéng dong nhu interleukin-16 va RANTES (regulated upon activation
normal T-cell expressed and secreted). Cac chat nay thu hut t& bao T hoat

hoa va cac t€ bao mién dich don nhan khac vao hoc mat.

nguyén bao
—— s¢ri hdoc mat
L —— o ————— ntarkukdn-18 CF-
ec::-:anc- N RAMNTES racEg ST
IOl T
v cD184 té baoT v -
TR-Ab giupdd nguyén bao
e sori hoc mar
té baoT e ThyA1 TrYy-
Do B EOF T kD )
Eros EElanding
1 . iy 3 T orgn
RO Prostagiancin £,
TcES
té bao m&
héc mat dai thuc bao
ExTaocular
L LT FERIEL IS
IP@ i ol r4-1
- ng. bao
WSoicor
phi dai mé té bac B
= . L)
- = twongbao - . u
tang khang | phi dai co tao md sori
thé TR-Ab van nhan - -

Hinh 1.2: M6 hinh bénh sinh bénh nhén gidp. “Nguén: Bahn RS, 20107 [12]

Su tuong tac truc tiép gitta té bao T v6i nguyén bao soi héc mit thong
qua ciu ndi CD154 — CD40 sé& ché tiét interleukin -1 clng véi dai thuc bao tai
chd. Céc té bao T gitp d& type 1(Thl) duoc kich hoat san xuét interferon-y va
TNF. Céac cytokin nay (interleukin -1, interferon-y va TNF) s& kich thich
nguyén bao soi san xuit mot luong 16n prostaglandin E2 va cac hyaluronan
ngdm nudc, tich lily vao nhitng soi co ngoai nhin va trong mé m& hc mat
lam tang thé tich cdc mo nay. Céc té bao T kich hoat ciing san xuét ra nhiing

prostaglandin tién m& c¢6 chure nang kich thich céc tién t€ bao md biét hoa



thanh té bao m& trudng thanh, gop phan lam ting thé tich m6é md. Nhiing té
bao m& va nguyén bio sgi san xuat interleukin-6 lam ting té bao B trudng
thanh va ting tiét khang thé khang thy thé TSH. Nguyén bao soi hdc mat ciing
tang san xuit TGF- B (transforming growth factor B ) ¢6 chirc ning vira kich
thich san xuat hyaluronan vira kich thich Thy-1 biét hoa thanh nguyén bao soi
co (myofibroblasts), tham gia vao su phat trién ctia mo soi, dic biét trong giai

doan mudn cta bénh. (hinh 1.2) [12].
1.1.3. Piéu tri

C6 3 phwong phap diéu tri bénh Graves: thudc khang giap, iod phong
xa va phiu thuat cit tuyén giap. Diéu tri bang thudc khang giap it co6 nguy co
nhuoc giap, bénh nhan cé thé ngoai tri, nhung ti 1€ tai phat cao. lod phong xa
v6i chi phi thap, it tic dung phu nhung gia ting nguy co nhiém birc xa va
nhuoc giap. Phiu thuat v6i uvu diém dat binh gidp nhanh chéng, it khi tai phét
nhung nguy co nhugc giap phai dung hocmon thay thé va cic tai bién phiu
thuat. Viéc chon lya timg phuong phap hay phdi hop diéu trj tuy thudc dic

diém bénh 1y ctia bénh nhén trong qua trinh diéu tri [14].

Thudc khang giap: Methimazole 5mg, Carbimazole 5mg, va
Propylthiouracil (PTU) 50mg.

Co ché tac dung: cac thudc khang giap (e ché phan 16n cac giai doan
tong hop hormone giagp. PTU tc ché chuyén T4 thanh T3 ngoai vi.
Carbimazole trc ché khtr iod tuyén giap.

Liéu luong, cach dung: DSi voi nhom Thiouracil, co thé bat dau véi
lidu cao chia nhiéu lan, khi dat binh giagp dung liéu doc nhit budi sang.
Propylthiouracil 200-600mg/ngdy. Sau 4 - 8 tuan giam 50 - 200mg/mot hodc

hai lan/ ngay. D4i v6i nhom imidazole: do c6 tac dung khang giap trén 24 gio,



dung liéu doc nhét budi sang. Methimazole bit dau 15 - 30mg/ngay hoic
Carbimazole 30 — 45mg/ngdy trong 1-2 thang sau d6 dung liéu duy tri 5-
20mg/ ngay. Sy cai thién céac triéu chung cuong gidp thuong xady ra trong
vong 3-4 tuan sau khi bt dau dung thudc khang giap. Liéu lugng cua thudc
duogc diéu chinh theo n6ng do T4, T3 va TSH.

Tiéu chudn ngung thudc: khi ding lidu rat nho sau mot thoi gian khong
thdy bénh tai phat trd lai. Thé tich tuyén giap nho lai trén siéu am (binh
thuong 18 - 20cm3). TR-Ab am tinh. Ti 1€ Iui bénh (TSH binh thuong khi
bénh nhan khong dung thudc) 1a 30-50%, tai phat xay ra trong hon 50%.

Tac dung phu cua thude: dang ké nhét 1a giam bach cu hat 0,3 —
0,5%), thuong xay ra trong 3 thang dau cua diéu tri. Cac dau hiéu giam bach
cau bao gom sdt cao viém hong. Nhirng tac dung phu khac bao gdm rdi loan
tiéu hoa, vang da, ban do, dau khdp, viém gan hiém gip. Do vy, can phai

kiém tra dinh ky cong thirc mau, chirc nang gan trong khi diéu tri [8], [14].

1.2. Bénh nhan giap: nhirng khia canh lam sang

Bénh nhan gidp 1a mot tinh trang viém hbc mét c6 lién hé chat chd vai
bénh tuyén gidp tw mién. Hau hét cic bénh nhan déu c6 mot tién st bénh
Graves voi biéu hién cuong giap, nhung d6i khi ciing c6 nhitng ngudi binh
giap hoac nhugc gidp [115]. Ti 1€ phat sinh chung cua bénh nhan giap 1a 16
ca/100.000/ nam & nir, va 2,9/100.000/ nam & nam [25]. Trong do, ti 1€ cua
nhém trung binh — nang la: 16,1/1.000.000/nam (26,7 ¢ nit va 5,4 & nam)
[21]. Trong nhitng ngudi bi bénh Graves, ti I¢ phat sinh bénh nhan giép thay
d6i tir 13% - 69% tuy theo ting nghién ciru [29], [53].

1.2.1. Tién trién tw nhién ciia bénh nhin giap.
Bénh nhan giap c6 2 giai doan: giai doan tién trién (active phase) va

giai doan khéng tién trién, n dinh (inactive phase, stable phase). Giai doan
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tién trién thuong kéo dai tir 6 — 24 thang, biéu hién bai viém hc mat, 16i mit,
co tron mi, han ché van nhan, song thi, nang hon la mét thi luc (hinh 1.3 A)
[8], [12], [24], [41], [96]. O ngudi co dinh hdc mit hep, su phi dai qua mirc
cac co van nhin c6 thé chén ép than kinh thi gdy mat thi luc (tir 3 - 5%) [134].

Giai doan 6n dinh 1a su thoai lui cua qua trinh viém. Tuy nhién, cac dau
ching 16i mét, co tron mi, han ché van nhin van con ton tai & moét mic dd nao
d6 (hinh 1.3 B). Tién trinh ty nhién ctia bénh nhén giap dugc biéu thi bang 1
duong cong goi 1a dudng cong Rundle (biéu do 1.1) [27].

IR i '

Hinh 1.3: Giai doan tién trién (A) va giai doan khéng tién trién (B).
“Nguon: Bartalena L, 2009 [24].

Biéuhiénlamsang

Giai doan &n dink

_ Giai doan tién trién; 6 - 24 thang

Thai gian —=
Biéu dé 1.1: Puong cong Rundle va dién tién ciia bénh nhan gidp.
“Nguon: Bartley G.B, 2011 [27].
Ghi chii: Trong giai doan tién trién, cdc triéu chimg tién trién ning nhat, roi

giam dan va on dinh o giai doan khong tién trién.
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Co ché cua nhitng ton thuong mit trong bénh nhan gidp dugc tom tat
qua so dd 1.1. Theo do, qué trinh viém hbc mat s& dan dén phi dai co, phi dai
md, phu, sung huyét mi, két mac. Loi mét 1a két qua cua sy tang thé tich co va
md hc mat. Sy phi dai va xo dinh cac co (nhat 1a giai doan mudn) s& gdy nén
han ché van nhin va song thi. Co ning mi, co Muller co rat qua mic dé
chéng lai lyc kéo cang tir co truc dudi phi dai, hodc sy dinh ctia co nang mi
trén vao to chirc xung quanh gdy nén dau co trogn mi trén. Nhiéu co cung phi
dai & dinh héc mit co thé chén ép than kinh thi gdly mo mat. Chén ép nay gia
tang boi sy giam thoat lvu tinh mach hdc mat (do tinh mach mit trén bi co
truc trén phi dai chén ép). Loi mit qua ning s& giy ho va loét giac mac. Mat

thi luc 1a két qua cudi cung cua chén ép than kinh thi hodc loét giac mac.

Mat
AT il SN
Cheén ép Ho
TKT giac mac
Song thi Giam thoat tinh

mach hdc méat

! ZA

5 — Phii, sung huyét
Haﬂn?“e h"c(?lomi L.6i mat do phi dai i kit mac
van nian : co, phi dai m& ) )

Phi dai co

Phi dai m&
o hoa co ;

T

Viém tir mién
& hoc mat

So do 1.1: Sinh Iy bénh cdc triéu chimg ciia bénh nhén gidp
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1.2.2. Kham lam sang va chin dodn

1.2.2.1. Kham lam sang

Biéu hién 1am sang ctia bénh nhan giap phong phu va da dang.

Triéu chiing co ning: thudng gip 13 com x6n mit, chay nudc mat, so
anh sang, dau trong hdc mét hodc song thi, mo mat.

Triéu chimg thuc thé: phu mi, phu két mac, sung huyét két mac (giai
doan tién trién) cung vdi co tron mi, 16i mét, han ché van nhan, viém loét giac
mac do h& gidc mac. Nang hon 13 giam thi Iyc do chén ép than kinh thi véi
céc biéu hién: mat thi truong, khiém khuyét dong tir huéng tam, phi hoic teo
gai thi.

Pé hé théng hoa céc triéu ching ton thuong mét ciia ngudi bénh nhan
giap, ndm 1969, Werner da dua ra phan loai NOSPECS (bang 1.1).

Bang 1.2: Phdn dp NOSPECS. Nguon: Werne S.C, 1977 [131] .

Phéan d¢ Ky hiéu Mo ta
0 N: No signs Khong c¢6 dau hiéu va triéu chimg gi
1 O: Only signs Chi c6 nhitng diu khu trG & mi mat

nhu: co tron mi, nhin trung, lidlag...

2 S: Soft tissue Viém moé mém

3 P: Proptosis L6i mit

4 E: Extraocular muscle  C6 t6n thuong co van nhin

5 C: Cornea Té6n thuong giac mac

6 S: Sight loss Mit thi luc do thi than kinh bi chén ép

Theo do, cac ton thuong mat cua bénh nhan gidp c6 thé chia thanh 6
muc dd tor nhe dén nang. Muc d¢ sau chua chac nang hon mutc do trude, va

co thé c6 nhiéu mirc do trén mot bénh nhan.
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- Do 1 1a ton thuong gidi han & mi mét, thuong gip nhat 1a ddu co tron mi
(dau Dalrymple, hinh 1.4 A). Co tron mi duoc dinh nghia 1a bd mi trén
ngang hodc cao hon cuc trén cia ria giac cing mac, hoic bd mi dudi thap
hon ria giac cung mac. Pay 1a mot triéu ching quan trong, xuat hién voi
tan sO 74% & thoi diém chan doan va trén 90% trong 18 thang theo dai,

dugc coi nhu 1a triéu chiing dac thu dé chan doan bénh nhén giap [27].

Hinh 1.4: (a) Ddu co tron mi trén (Dalrymble), (b) Ddu bdt dong van mi-nhin

cau (Von Graeffe). Lo ciing mac trang khi bénh nhédn nhin xuéng Nguon:

bénh nhan LVL-21.

Khi bénh nhan nhin xudng, mi trén va nhan cau di chuyén xubng khong
twrong xtng, 1am cho 1 phan cung mac khong dugc mi trén che phu, 10 ra, goi
1a dau bat ddng van mi nhin cau hay dau Von Graeffe, (hinh 1.4 B). Ngoai ra,
nhiéu dau hiéu bat thuong khac cia mi trén ciing dugc méd ta nhu déu
Stellwag (nhin trig) hay ddu Rosenbach (mi mét run tu thé nhim)...[8].

- D6 2: ¢o tén thuong viem mdé mém nhu phu mi, phu két mac, sung huyét
két mac, cung véi cac tridu ching co ning nhu: chay nudc mit, so 4nh
sang, dau sau nhan cau (hinh 1.5 phai).

- Do 3: ¢6 16i mit. Loi mat duoce dinh nghia 1a do 16i > 3mm so véi nguoi
binh thuong cing tudi, gidi, chung toc. Vi du nguoi da tring 13 > 20mm
[27], nguodi da den nit > 23mm, nam > 25mm, nguodi Pai loan > 19mm,
ngudi Nhat Ban, Han Qudc: 18mm [69] va Viét Nam: 15mm [4].

- P 4: ¢6 ton thurong co van nhan, dugc ddnh gid qua gidi han van nhan,

song thi va phi dai bung co van nhan trén CTscan/MRI.
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Hinh 1.5: bénh nhén cé viém mé mém, 16i mdt va han ché vin nhéan. MP
gidi han khi liéc qua phai, NOSPECS II, IIl, IV. Nguon: bénh HV- 37.

- D6 5: ¢o ton thuong gidc mac cac mirc d6 tir viém tham nhidm (5a), loét
nhe (5b) dén ning 13 loét mo toan bd hodc thung gidc mac (5¢) (hinh 1.6).

- D6 6: mit thi luc do ton thuong than kinh thi. Thi luc tir 20/20 — 20/60 1a
mat thi luc nhe (6a); tir 20/70 — 20/200: trung binh (6b); nhd hon 20/200:
mat thi lyc niang (6¢) (hinh 1.7).

Hinh 1.7: Mdt thi e (NOSPECS- 6): phit gai thi, than kinh thi bi chén ép boi
cdc co van nhan phi dai ¢ dinh héc mat. “Ngué‘n: bénh NTND-7".
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1.2.2.2. Chan dodn
Khong c6 mot tri¢u chimg 1am sang hodc mot xét nghiém don 1é nao
dac hiéu cho bénh nhan giap. Pé tiéu chuin hoa chan doan, Bartley GB va

cong sy [26] da dé nghi chan doan nhu so d6 1.2.

Wéimét réi loan .
chire nang tuyén giap
-_ ]
réi loan iog
Do ? : 16i mat
chén ép thi than kinh chirc néng 2 2 i
- e bénh nhan giap - co tron mi
tuyén giap o i R
. chen ép thj than kinh
ténmuongcongoﬂnhm1(////////// t6n thwong co

ngoai nhén

T

So do 1.2: Chan dodn bénh nhan gidp. “Nguon Bartley G.B, 1995”[26].

Theo d6, bénh nhan gidp dugc xdc dinh néu c6 rdi loan chuc nang
tuyén giap (1Am sang hoic cin lam sang) cong v4i mot trong cac ddu hiéu: 16i
mat, ton thwong co van nhén, chén ép than kinh thi. Trong truong hop khong
c6 rdi loan chirc nang tuyén giap, bénh duogc xac dinh néu ¢6 diu co tron mi
cong vo1 mot trong cac dAu: 10i mat, ton thuong co van nhan, chén ép than
kinh thi.

Péi véi nhiing biéu hién viém hdc mat, 16i mét, co tron mi mot bén
nhung binh giap, s& 1am thém CT scan hoic MRI hdc mat va TR-Ab. CT scan
gitp x4c dinh hinh dnh phi dai bung co dic hiéu cho bénh nhan gidp cling nhu
loai trir cac loai ton thuong twong tu (u gia viém hdc mit, u lympho hdc
mat...) [54]. Néu c6 phi dai bung co ngoai nhin, thi sy xuit hién dong thoi
TR-Ab trong tudn hoan 1am cho viéc chan doan bénh nhin giap trén bénh

nhan binh giap tré nén thuyét phuc hon [77].
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1.2.3. Phan loai: dg viém (activity) va d§ nang (severity)

Du phan loai NOSPECS da hé thdng cac kiéu ton ton thuong mat trén
ngudi bénh nhin giap, nhung khong thé ap dung cho diéu tri. Nam 2008, phan
loai EUGOGO ra do1 dya vao khai niém “dg viém” lam sang va “dd nang”.
Phéan d6 ndy 1a co s& dé quyét dinh diéu tri.
1.2.3.1. Do viem

D0 viém lam sang (Clinical Activity Score: CAS) 1a thang do muc do
viém cia bénh, ciing nhu dung dé xac dinh bénh nhin giap ¢ giai doan tién
trién (active) hay khong tién trién (inactive). Thang do ndy dugc Mourits lan
dau tién gi6i thidu nam 1997 [94] gém 10 yéu td. Hién nay, thang do d6 viém
1am sang di dugc EUGOGO diéu chinh con 7 yéu t6 nhu bang 1.3.

Bang 1.3: Thang do d¢ viém lam sang. “Nguon: Bartalena, 2008 [22]

Triéu chitng Piém
Pau Dau ty nhién sau hiu nhin cau 1
Pau khi ¢ ging liéc mit 1
Do D6 mi mat 1
Do két mac 1
Sung Phu mi mat 1
Phu Phu két mac 1
Sung do nép gip két mac goc trong 1

Ghi chii: Méi dau hiéu, néu cé, cho 1 diém. Téng cong 7 diém, néu CAS > 3
goi la giai doan tién trién.

Diéu tri trc ché mién dich thuong duoc thuc hién sdm trong giai doan tién
trién ctia bénh nhén giap. Uc ché mién dich khong c¢6 hiéu qua trong giai doan
6n dinh [19], [56]. Tac dong cua diéu tri tc ché mién dich 1én tién trinh tir

nhién cua bénh dugc minh hoa qua biéu dd 1.2; 1.3.
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didu tri
hiéu qua vira

didu tri
hiéu qua caco

didu tri B
hiéu qua thap

diéu tri khéng hiéu qua

Mt @6 bigu hién l4m sing ——.
1

th&i gian —————

pha hoat tinh (tir 6 - 24 thang

pha bat hoat

Biéu d6 1.2: Puong cong Rundle cdi bién va dnh hwéng cia thoi diém diéu
tri. “Nguon: Bhatti, 2014 [29].

Ghi chii: Puong cong hinh chuéng ip dé biéu dién dé viém trong giai doan
tién trién, dwong cong mau xanh biéu dién d¢ nang. Piéu tri hiéu qud cao

trong giai doan tién trién sém, khéng hiéu qua trong giai doan én dinh.

diéu tri rc ché

mi&n dich @

1a. gidam murc dé viém

- = -

2_giadm &8 nang (16i mat, song thi..)

biu hién 14m sang (d6 néng) ——-

th&i gian ——————p

rha hoat tinh (6 - 24 thang)
1 |

pha bét hoat

1b. giam th&i gian viém

Biéu do 1.3: Puong cong Rundle cdi bién va anh hwdng cia diéu tri.
Uc ché mién dich sé gdy nén 2 hiéu qua: (1) giam mirc do va thoi gian viém,
(2) giam d¢ nang (16i mdt, song thi, van nhan...).

“Nguon: Bhatti, 2014 [29].
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1.2.3.2. D¢ nang

Dua vao cac dau hiéu: ton thuong than kinh thi, loét giac mac, 16i mat,
co tron mi...EUGOGO chia d§ ning ctia bénh nhan giap duogc chia lam 3
muc: (1) de doa mét thi lyuc, (2) trung binh-ndng, va (3) nhe (bang 1.4).
Bdng 1.4: Phdn d6 ndng cia bénh nhin gidp theo EUGOGO. “Nguon:
Bartalena, 2008 [22]

Phédn dp nang ciia bénh nhan giap theo EUGOGO

/. Bénh nhian giap de doa mat thi lrc gom:
= Bénh than kinh thi do réi loan chiic ning tuyén giap (DON, xem
bang 1.5)
= LOi mat nang de doa loét gidc mac (NOSPECS 5)
Diéu tri DON: Glucocorticoid xung, sau 2 tuan khong dap tmg: phau thuat.
2. Bénh nhin giap trung binh - ning: c6 it nhat mot trong cac dau hiéu:
= Co tron mi > 2mm
= Viém m6 mém > trung binh; (NOSPECS > 2b)
= LOi mit > 3mm (so v6i mét binh thudng cung ching toc, gi6i)
(NOSPECS > 3a)
= Song thi theo hudng hodc hing dinh (NOSPECS > 4b)
Diéu tri: rc ché mién dich (thé tién trién); phiu thuat (giam ap héc mat,
phau thuat 1é, phau thuat mi) néu cin, v6i thé 6n dinh.
3. Bénh nhin giap nhe néu:
= Co tron mi <2mm
* Viém m6 mém nhe
= L6i mat <3mm (so v&i mét binh thuong ciing chung tdc, gioi)
= Song thi thoang qua hodc khong song thi

Diéu tri: nudc mat nhan tao; Selenium 100pg/ngay/6 thang va theo ddi.
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Phéan d6 ning 3 muc cia EUGOGO don gian, dé thuc hanh, giup quyét
dinh diéu tri dya trén phan tich loi ich. Su két hop gitta d6 viém va do ning
trong phan loai bénh nhan giap dugc ca chau Au [19], [87], [125] va My [29],
[53], [56] chap nhan, va 1a co s hudng dan diéu tri hién hanh (bang 1.4).
Bang 1.5: Cdc dau hiéu chén ép than kinh thi trong DON. “Nguén: Dayan
2007 [40], Mc Keag, 2007 [91], Weis, 2011 [128].

Dau hiéu Mb ti

Tén thuwong chirc nang Mat thi luc va/hodc

thi giac - Khuyét thi truong va hoic

- Giam thi lyc mau
Pong tir - Déu khiém khuyét huéng tdm
D1ia thi - Phu gai, hodc teo gai

Hinh anh hoc hdc mat

Phi dai bung co van nhan, cheén ép TTK &

dinh hoc mit

1.2.4. Céc yéu td nguy co ciia sy xuat hién va tién trién bénh nhin giap
Céc yéu t6 khong diéu chinh duogc 1a: di truyén, gi6i tinh (nit mic nhiéu
hon nam), tudi lon [20]. Vai gen nhay cam vo6i bénh Graves (HLA, CTLA-4,
TNF, IFN- v , ICAM-1) di duoc dé xuat nhu 13 mot yéu té nguy co 1am bung
phat bénh nhan giap nhung nhitng két qua nghién ciru con chua nhat quan.
Céc yéu té diéu chinh duoc bao gdm: hiit thude 14, tinh trang chirc ning
tuyén giap, mic TR-Ab trong mau, diéu tri bang iod phong xa [20], [21].
Ngudi ta thiy rang, nhitng bénh nhan cudng giap va nhuogc giap déu c6
ton thuong mat ning hon gip 3 lan nhitng bénh nhan ¢ trang thai binh giap
[80], [29]. Do vy, giit binh giap 1a 1 muc tiéu quan trong trong diéu tri bénh
nhin giap [22]. Diéu tri cuong giap bang thudc khang giap va phau thuat cit
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tuyén giap khong 1am thay ddi tién trinh ty nhién cta TED, trong khi diéu tri
iod phong xa c6 thé 1am xuat hién hay tién trién ning hon TED khoang 15 —
20% cac truong hop[15].

TR-Ab da duogc bao cao la 1 yéu t6 nguy co doc 1ap voi su xuét hién va
tién trién bénh nhén giap, giup tién lugng bénh [46]. Hién chua c6 cach truc
tiép 1am giam mirc TR-Ab mau, nhung, diéu tri bang thudc khang giap va cét
tuyén giap c6 lién quan dén su sut giam muc TR-Ab, trong khi do, "*'I thuong
lam ting ndng d6 TR-Ab mau sau diéu tri va kéo dai [21].

Hut thubc 14 duge x4c dinh 13 yéu t6 nguy co manh lam bung phat, lam
ning thém ctia bénh nhan gidp. Sy lién quan nay ciing duoc quan sat thdy &
vai bénh ty mién khac. Nguoi ta cho rﬁng, doc to cua thudc 14 co thé (e ché
kich hoat té bao T khong dac hi¢u, gidm cac té bao T tiéu diét ty nhién, 1am

suy giam ca mién dich té bao cing mién dich dich thé [105], [121]

1.3. Diéu tri ndi khoa bénh nhin giap

Piéu trj bénh nhin giap gém diéu tri ndi khoa trong giai doan tién trién
va phiu thuat phuc hdi chirc ning (giai ap hdc mat, phau thuat 16 va phiu
thuat mi) trong giai doan 6n dinh.

Diéu tri noi khoa, cha yéu 1a liéu phap e ché mién dich, dugc thuc
hién trong giai doan tién trién ctia bénh, voi muc tiéu (e ché phan Umg viém
tuy mién & hdc mat, qua do s€ lam giam 161 mét, giam co trg mi, cai thi¢n van
nhan, cai thién thi lyc va song thi. Nhiing van dé dugc xem xét khi 1én ké
hoach diéu tri bao gém: (1) chon lwa diéu tri tuyén giap; (2) phan loai “dod
ning”, “dd viém” cua bénh nhin giap; (3) nhitng yéu t6 nguy co va céac tinh
trang lién quan (vi du céc truong hop khong nén dung Methylprednisolone

tinh mach lidu cao).
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Nam 2008, EUGOGO khuyén céo Iya chon diéu trj bénh nhan giap dya

trén “d0 nang” va “do viém” cua bénh nhu so d6 1.3 [22].

Bénh nhan giap

Gitt binh giap

=—_—— ngung thudc la
:
Trung binh - néng_l——’l De doa mét thi luc
l Corticoid tinh mach
Diéutri Giai dnan Giai doan
tai ché >uentnen e trién i dinh 1
dap ng kém (2 fudn)
: |
on dinh va Corticoid finh mach 2 e
bét hoat +xat mo giai ap kip thoi
i l . s Con vigm &n dinh
phau thuét phuc hoi &n dinh
chikc ndng néu can bat hoat phéiu thuét phuc | / l
' hai chire ndng  corticoid o
I ¢ TM 4/ xa —  Phau thuat phuc
i héi chikc nang

So do 1.3: Phdc do diéu tri bénh nhén gidp cia EUGOGO.
“Nguo”‘n: Bartalena & Cs, 2008 [22].

1.3.1. Piéu tri cwong giap trén bénh nhin giap giai doan tién trién

Theo EUGOGO, nén uu tién duy tri binh gidp trén ngudi bénh nhan
giap [19]. Tuy nhién, chon lya cong cu nao (thudc khang giap, iod phong xa,
cit tuyén giap) voi thir tu wu tién ra sao dé duy tri binh giap trén nguoi bénh
nhin giap hién chua thong nhat.

Déng thuan ndm 2015 cia Hoi Noi tiét Y [24] khuyén cdo uu tién diéu
tri bang Glucocorticoid ddi v&i bénh nhan giap giai doan tién trién thé trung
binh — nang. Binh giap nén duoc khoi phuc kip thoi va giit 6n dinh [24]. Viéc
lwa chon cac phuong thirc diéu tri cudng giap tdi wu trong nhiing truong hop

nay con tranh cai. Thir nhat, diéu tri 1au dai véi thudc khang gidp cho dén
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bénh nhan gidp tré nén on dinh, ph?lu thuat hodc iod phong xa sé& tién hanh
sau. Cach tht hai 1a phiu thudt ngay khi bénh nhan duoc dwa vé binh giap véi
thudc, du cho bénh nhén giap van con & giai doan tién trién. Hién tai, nguoi ta
van chua rd phuong phap nao 1a thich hop hon [19], [63]. Thudc khang giap
va cit bo tuyén giap khong 1am thay doi tién trinh ty nhién cua bénh nhin
giap, trong khi diéu tri iod phong xa c6 thé 1am bung phat cac ton thuong mét
(bénh nhan giap) hay tién trién nang hon (15 — 20% ). Piéu nay co thé du
phong vai 1 liéu trinh Glucocorticoid liéu thap (0,2mg/kg/ngay trong 6 tudn)
khi diéu tri iod phong xa [9], [21].

Dbi v6i bénh nhan giap thé de doa mat thi lyc (DON/ 161 mat ning, ton
thuong gidc mac): Pay 1a truong hop khan cip, nén dung Glucocorticoid tinh
mach liu cao tirc thoi, va phiu thut giam ap hdc mét néu khong dép tmg sau
2 — 4 tuan. Cudng giap, trong trudng hop nay, can phai duoc diéu tri bang
thudc khang giap. Iode phong xa va cit tuyén giap, néu can, phai duogc tri
hoan cho dén khi de doa mét thi luc dugc chita khoi va bénh nhan dugc dua

vé trang thai khong tién trién [24], [63].

1.3.2. Piéu tri bénh nhan giap thé nhe

Pbi v6i thé nhe, chi can ngung thudc 14, giit binh giap, ding nudc mét
nhan tao dé chong kho mat va theo ddi. C6 thé dung lang kinh dé diéu chinh
song thi. Mot thir nghiém 1am sang ngiu nhién c6 dbi ching nam 2011 vé tac
dung cia Selenium d6i v6i TED thé nhe cho thidy: Nhom ding selenium
(100pg/ngay x 6 thang) cai thién cac ton thuong mat tot hon (61% so voi
36%) va it tién trién 1én mac do nang hon (7% so v&i 26%) nhom khong ding

Selenium [86].
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1.3.3. Piéu trj bénh nhin giap tién trién trung binh - ning

Du khong bi de doa maét thi luc, nhirng ton thuong mét cua bénh nhéan giap
trung binh — ning, anh huong nhiéu dén chéat luong cudc sdng can phai xem
xét kha nang diéu tri. Diéu tr1 urc ché mién dich véi giai doan tién trién, ph?lu
thuat cho giai doan on dinh. Glucocorticoid (uéng hodc tinh mach) hién nay
van 1a coéng cu diéu tri chu yéu [19], [29] [76]. Theo EUGOGO,
Glucocorticoid tinh mach liéu cao 13 lya chon dau tién ddi véi bénh nhin giap
giai doan tién trién trung binh — nang. Pbi voi nhitng bénh ning, khong kiém
soat viém dugc trong liéu trinh dau tién (khoang 35 — 55%), ¢ thé dung liéu
phap két hop glucocorticoid + diéu hoa mién dich (bang 1.6). Glucocorticoid
tai chd (tiém hau cau, canh cau, hiéu qua gi6i han, c6 thé dung trong truong
hop khong thé dung dudng toan than [44].
Bang 1.6: Khuyén cdo diéu tri bénh nhdn gidp mirc trung binh — néng.

“Nguo”‘n Bartalena & Cs, 2013”

Giai doan - Lwa chon dau tién: Glucocorticoid tinh mach liéu cao. Tong
Tién trién lidu < 8g.

- Luire chon thir 2 (cho nhitng ca tai phat trong liéu trinh dau):

tiép tuc 1 liéu trinh Glucocorticoid tinh mach liéu cao; hodc

gluoccorticoid + xa tri hdc mat, hodc két hop gluoccorticoid

+ thudc diéu hoa mién dich (cyclosporine), hodc Rituximab

Giai doan - Phau thuat phuc hoi chiic nang néu can (phau thuat giam ap

on dinh héc mat, phiu thuat 1¢, phiu thuat mi mat.

1.3.3.1. Glucocorticoid uong
Liéu Glucocorticoid udng thudng bit dau tir 60 — 100mg prednisolone /
ngdy, giam dan. Thoi gian diéu tri dao dong tr 3 — 6 thang, ti 1& dap ung

khoang 50%. Kha ning tai viém la thuong gap khi ngung thudc hodc giam
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lidu. Bién chimg khi ubng 1au dai: Cushing (7%), dai thao dudng, ting huyét
ap (8%), tang can (20%), loang xuong, loét da day, ting nhan &p, duc thuy
tinh thé ciing dd dugc bao cao [11], [72], [116].
1.3.3.2.  Glucocorticoid tinh mach

Véi tac dong nhanh, manh, Glucocorticoid tinh mach lidu cao duogc coi
nhu 14 mot giai phap thay thé cho Glucocorticoid uéng kéo dai nhiéu tic dung
phu [52], [116]. Nhiéu ther nghiém 1am sang [11], [72], [85], [111] cho théy:
hiéu qua tong thé cua dudng tinh mach cao hon so v6i dudng udng (80% so
vGi 50%), va tinh dung nap ciing t6t hon (it tic dung phu thong thuong nhu
tang can, Cushing, dai thao dudng, ting huyét ap).

- Liéu lugng, cach dung

Dbén nay, chua cé phac dd tdi wu nao duoc xac dinh. Nhin chung, lidu
Methylprednisolone cho mdi lan truyén 1 250mg, 500mg hoic 1000mg (pha
v6oi 100ml glucose 5% hodc NaCl 0,9%, truyén tinh mach cham trong 1 — 2
gid), trong 3 ngay lién tiép, hodc cach ngay, hodc cach tun. Thoi gian diéu tri
thong thuong 13 12 — 16 tuan. Tong lidu khong qua 8g dé phong ngira cac bién
ching nang. Co6 3 cach thuong dung nhu bang 1.7.

Bang 1.7: Cac cach dung Methylprednisolone tinh mach xung thuong gap.
Nguén: Bothun E.D (2009) [28]

Téac gia Liéu luong, cach ding

Kahaly (2005) Methylprednisolone 500mg tinh mach 11an/1tuan x 6 tun;

[72] rdi 250mg 11an/1tudn x 6 tudn tiép theo. Tong lidu 4,5g.
Van Geest Melthylprednisolone 500mg tinh mach/ngay x 3 ngay (1
(2008) [123] chu ky) trong 4 chu ky, mdi chu ky cach nhau 4 tuan.

Marcocci (2001)  Methylprednisolone 15mg/kg trong 4 chu ky, roi 7,5mg/kg
[85] trong 4 chu ky tiép. Mot chu ky gdm 2 xung cach ngay.
MG&i chu ky cach nhau 2 tuan.
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Méi day, EUGOGO khuyén céo liéu 500mg 1 1an/ tuin trong 6 tuan, roi
250mg / tuan trong 6 tuan tiép theo. Pdi v6i nhing trudng hop niang, nén
dung lidu 750mg 1 lan/tudn trong 6 tuan roi 500mg 1 lan/tuan trong 6 tuin
tiép theo. Tong liéu 7,5g [21].

- Téc dung phuy, theo doi

Céc tac dung phu cua Methylprednisolone tinh mach thuong xay ra trong
qua trinh truyén hodc trong vong 24 gio diéu tri bao gdm: danh trong nguc,
néng phiung va kho tiéu thoang qua. Nhitng tac dung phu lién quan dén
Glucocorticoid udng kéo dai nhu ting can, ting huyét ap, dic diém Cushing

.. it gap hon [11], [72]. Tuy hiém gip, nhung Methylprednisolone tinh mach
lidu cao ciing c6 nhiing tac dung phu ning vé tim mach hay ton thuong gan
cap, de doa hodc gy tir vong lién quan dén liéu tich liy cao tir 8,3 — 15g [88],
[89]. Do vy, liéu phap nay khong nén dung cho nhitng bénh nhan c6 rdi loan
chtrc ning gan, viém gan, bénh tim mach ning, ting huyét ap ning, dai thao
duong nang khong kiém soat dugc. Mot sy tAm soat trude didu tri vé nhiing
bénh tiém 4n, cung véi su theo doi sat sao trong va sau diéu trj 1a bat budc
[22].
1.3.3.3. Xa tri

Xa tri hbc mit da duoc dung dé diéu tri bénh nhin giap tir nhiéu thap nién
qua dua trén sy nhay cam vdi tia xa cia cadc nguyén bao soi va lympho bao
héc mit ciing nhu tinh khang viém khong dic hiéu cta nd [53]. Cac thir
nghiém 1am sang ngiu nhién di cho thdy nhom bénh nhan giap co xa tri tot
hon nhoém khoéng xa tri, va xa tri két hop véi Glucocorticoid uéng t6t hon xa
trji don liéu phap [85], [100], [116]. Liéu tich liy 20 Gy mdi mat, trong
khoang thoi gian 2 tudn thudng dugc sir dung. Mot tong lidu 10 Gy ciing cho

két qua trong duong. Cac bién ching hiém gip, bao gdm bénh vong mac birc
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xa, duc thuy tinh thé, va nguy co ung thu wéc tinh khoang 0,39%. Do vay, xa
tri hoc mat khong nén dung véi nhitng ngudi coé bénh voéng mac dai théo
duong, cao huyét ap va nhitng ngudi tré hon 35 tudi [87], [120].

Nam 2001, Gorman va cong sy dd cong bd mot két qua gay tranh cii rang:
Xa tri hdc mat khong t6t hon so v&i dién tién ty nhién cta bénh [55]. Panh
gia nam 2008 ctia hdi nhin khoa My cho rang hiéu qua cia xa trj trong diéu
trj bénh nhén giap 13 gidi han vi thiéu cac bing chimg chuan. N6 co thé cai
thién van nhan, mac du ching cu 1a do tac dong cua xa tri két hop véi

Glucocorticoid udng. Can phai nghién ctru thém [30].

1.3.4. Piéu tri thé de doa mit thi lyc (sight-threatening).
1.3.4.1. Thé bénh than kinh thi do réi loan chirc nang tuyén giap (DON)

Thé chén ép than kinh thi do réi loan chirc ning tuyén giap (DON) lam
thi lyc sup giam nhanh va nghiém trong, do d6 can phai duogc diéu tri tac thoi
véi Glucocorticoid tinh mach liéu cao. V& lidu lugng, chua c6 mdt déng thuan
nao duoc théng nhét. Tuy theo ting tac gia, bénh cd thé duge diéu tri vai
Methylprednisolone 500mg — 1000mg tinh mach trong 3 ngay lién tiép, c6 thé
lap lai sau 1 tudn néu khong dap ung, sau d6 duy tri bang duong udng. Néu
thi lyc va/hodc viém khong cai thién, hodc kém hon sau 2 tudn, nén kip thoi
phau thuat giai 4p héc mat [19], [29], [87].
1.3.4.2. Thé ton thwong gidc mac (sight-threatening corneal breakdown)

Trong nhitng trudong hop 161 mat nang, ho mi, ngoai viéc su dung
Glucocorticoid, can phai bao vé gidc mac bang cach thudng xuyén nhé nudc
mét nhan tao, phﬁu thuat mi, hoac cac bién phap tam thoi khéac cho dén khi
gidc mac khoi han. Phau thuat giam ap héc mat can dugc xem xét néu cic

bién phép trén khong hi¢u qua [22].
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1.4. Tinh hinh nghién ctru diéu tri bénh nhin giap hién nay va tinh cin

thiét cua dé tai

1.4.1. Tinh hinh nghién ciru trén thé giéi
1.4.1.1. Hiéu qud va han ché cia Glucocorticoid don liéu phdp

Nhu trén da noi, hi¢n nay, diéu tri bénh nhan giap van dua chu yéu vao
tinh e ché mién dich khong dic hiéu ciia Glucocorticoid trong giai doan tién
trién va phau thuat trong giai doan khong tién trién [22], [29]. Nhung, giai
doan tién trién thuong kéo dai tir 6 — 24 thang, dung Glucocorticoid udng dai
ngay hiéu qua khong cao trong khi lai c6 nhiéu tac dung phu ning né.

Pé khic phuc, ngudi ta thay doi dudng udng thanh dudng tinh mach
lidu cao, ngét quang, dé vira tao mot nén mot sy e ché nhanh, manh 1én toan
b0 hé théng mién dich, vira giam b6t thoi gian st dung Glucocorticoid dé
giam bét tac dung phu. Trong gan 3 thap ky qua, trén thé gidi, co rat nhiéu
nghién ctu diéu tri bénh nhan giap tién trién bang Methylprednisolone tinh
mach liéu cao di duoc thuc hién (bang 1.8).

Bang 1.8: Cac nghién ciru dung MP xung cho TED trung binh — nang.

Tac gia Nam C&  Liéu luong, cach dung bap TDP (ca)
mau  Methylprednisolone ung
%

Macchia 2001 25  1g/tuan x 6. Tong lidu 12g 84 Nhe
[83]

Marcocci 2001 41 15mg/kg/ngay x 2 trong 8 88 14 vua,
[85] tudn. Tong lidu: 12g 2 nang
Ohtsuka 2003 41 lg/ngay x 3 ngay, lap lai sau 36,6 -

[100] 1 tudn. Udng duy tri

Kulig [79] 2009 29 lg/ngay x 3; 3 — 7 vong 84 -
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Tambe K 2010 27 1g/ngay x 3, sau d6 uong duy 83 Nheg, vira
[119] tri

Hart [62] 2005 18 500mg/ngay x 3, udng duy tri 66 1 nhe
Mensah 2009 28 0,7g/ngay x 3, ubng duy tri 75 -

[92]

Ng C M 2005 16  500mg/ngay x 3, udng duy tri 87,5 -

[98] + xa tri

Van Geest 2008 6 500mg/ngay x 3 dung 4 vong 83 Thoang

[123] cach nhau 1 thang qua, nhe

Kahaly 2005 35 SOOmg/tuﬁn X 6; rdi 025 g 77 8 nhe

[72] /tudn x 6. Tong liéu: 4,5g

Bartalena 2012 2,25g /12 tuan 28 2 ning

[20] 4,48g /12 tuan 35 3 ning
7,97g /12 tuan 52 5 nang

Tuy nhién, du st dung cach nao thi hi€u qua cua Glucocorticoid don
liéu phap cling chi dat ttr 50 — 80% Ién do viém va khoang 38% 1lén dd ndng
sau khi két thuc 1 liéu trinh 3 thang [116], [137].

Mot thir nghiém 1am sang lon trén 159 bénh nhan nhan gidp cua
EUGOGO nim 2012 d3 cho thdy mot van dé dang quan ngai 13: khoang 35%
dén 55% bénh nhan van con tién trién sau khi két thic diéu tri ¢ thoi diém 12
tuan. Ngoai ra, hién tuong ning 1én trong khoang giita thoi gian gitta cac chu
ky dung thudc ciing 1a mot vin dé da dugc ghi nhan [23], [97].

Diéu tri nhu thé nao ddi v6i nhitng trudng hop nay? Nhiéu chuyén gia
da cho y kién, chu yéu duva vao kinh nghi¢m réng, hodc bd sung thém 1 liéu

trinh Glucocorticoid (ubéng, tinh mach), hoic dung liéu phap két hop
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(Glucocorticoid + Xa tri + Azathioprine hay Cyclosporine) hodc thir nghiém
cac thude diéu tri trang dich, vi du Rituximab [18], [125], [133].
1.4.1.2. Gidi phdp két hop trong diéu tri bénh nhén gidp tién trién

Su két hop Glucocorticoid va cac thubc diéu hoa mién dich (bang 1.9),
tir 14u, d3 dugc dung cé hiéu qua trong chdng thai ghép va cac bénh viém ty
mién c6 ban chit kéo dai [57]. Trong nhin khoa, liéu phap két hop
Glucocorticoid va  Azathioprine [68], [103], Cyclosporine [70],
cyclophosmide [107] dung dé diéu tri cac bénh viém mit ty mién ciing da
duoc hudng dan chi tiét.

Bdng 1.9: Cac thuéc diéu hoa mién dich thuong dimg trong bénh viém

mat. Neuon Grinyo, 2012 [57].

Tén thudc Co ché

Liéu lrong

Tac dung phu

Nhém chéng chuyén hoa

Methotrexate Uc ché
dihydrofolate
reductase

Azathioprine Thay doi chuyén
hod purine

Mycophenolate Uc ché tong hop

mofetil purine

Nhém irc ché tin hi¢u té bao T

Cyclosporine Uc ché NF-AT
(yéu té nhan té
bao T kich hoat)

Tacrolimus {rc ché NF-AT

Sirolimus Uc ché té bao T &

giai doan G1

7,5 — 25mg/tuan,

uong.

100 —200
mg/ngay, udng.

1 —3g/ngay

2,5-
Smg/kg/ngay
ubng

0,1 —0,2mg/kg/
ngay

6mg, 10i 4mg

TM/ngay

Viém da day rudt,
ddc gan, mét moi,
viém phoi k&

Viém da day rudt,
doc gan...

Tiéu chay, budn nodn,

loét da day rudt...

Doc than, tang HA,
tang san nudu, doc
gan...

Doc than, taing HA
dai thao duong...

Tiéu hoa, da...




30

Nhom Alkyl hoa
Cyclophosgiai Tao lién két ngang 1 —2mg/kg/ngay Viém bang quang
doanmide gitta DNA Xuét huyét, vO sinh,
tang nguy co ung thu
Cac tac nhan sinh hoc (Biologic Agents)
Infliximab Uc ché TNF-a 3mg/kg TM cac  Nhiém trung, ung
tudn 0,2,6. thu, suy tim
Rituximab Gan vao CD20 Ig TM céch 2 Phan tng qua man,
trén té bao B tudn, lap lai nhiém trung. ..

Dbi voi bénh nhan giap, su két hop Glucocorticoid voi cac thude dicu
hoa mién dich nhu: Cyclosporine [71], [93], [106], Azathioprine [34], [35],
Methotrexate [109], [117] cling da dugc nghién ctru sit dung (bang 1.10).

Hiéu qua cua sy két hop Cyclosporine va Prednisolone udng trong diéu
tri bénh nhan gidp da duogc 2 thtr nghiém 1am sang ngﬁu nhién c6 nhoém chung
xac dinh. Nam 1986, Kahaly va cong sy [71] d4 so sanh 2 nhém: nhom diéu
tri bang Prednisolone don thuin va nhom diéu tri két hop Prednisolone +
Cyclosporine cho 40 bénh nhan giap c6 d6 NOSPECS tir I1I — V. Két qua sau
12 thang 1a: Nhom diéu tri don thuan c6 12/20 ca tai hoat, kich thudc co van
nhin khong d6i, trong khi d6, nhém két hop chi co 1/20 ca tai hoat va c¢6 9/20
ca giam kich thudc co van nhan; khong cé tic dung phu ndng nao dugc ghi
nhan. Hiéu qua cua liéu phap két hop Prednisolone + Cyclosporine ciing dugc
khang dinh lai trong mot nghién ctru cia Prummel nam 1989 [106].

Nam 2006, Meyer [93] dd dung liéu phap két hop Methylprednisolone
tinh mach + Prednisolone udng + Cyclosporine udng diéu tri cho 44 bénh
nhin giap tién trién c6 song thi ning, trong d6 14 truong hop mét thi lyc do

chén ép than kinh thi. K&t qua cai thién thi luc 1a 100%, cai thién song thi
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90% sau 3 nam theo ddi. Tac dung phu thuong gip 1a: ting huyét ap 23%,
tang creatine (16,6%), nhiém trung 4,5%.

Azathioprine, thude diéu hoa mién dich thudc nhém chéng chuyén hoa,
dung nap t6t hon Cyclosporine [10], khong giy doc than va khong tac dung
phu tim mach [84], gid thanh lai ré hon nhiéu 1an nén c¢6 thé coi la vu diém
hon Cyclosporine. Sy két hop giita Azathioprine va Glucocorticoid ciing da
dugc nghién ciru trong diéu tri bénh nhén giap tién trién nang.

Nam 1997, Claridge KG va cong su [35] da dung Prednisolone +
Azathioprine + xa tri dé diéu tri cho 40 bénh nhan giap tién trién trung binh -
ning, trong d6 ¢ 15 trudng hop mét thi luc do chén ép thi than kinh (DON).
Két qua sau 14 thang: tit ca cac bénh nhan déu khong tién trién va 14/15 bénh
nhan (93,3%) thuéc nhém DON cai thi¢n thi lyc. Cac tac gia da két luan: so
v6i liéu phap Glucocorticoid don thudn, liéu phap két hop da lam giam dang
ké d6 ning lau dai ctia bénh nhan giap, giam hon 4 1an su can thiét phai phau
thuat phuc héi chirc nang.

Nam 2014 Chalvatzis va cong sy did dung phuong phap két hop
Methylprednisolone tinh mach + Azathioprine udng + Prednisolone uéng + xa
tri diéu tri cho 88 bénh nhén giap tién trién trung binh — ning, c6 song thi va
phi dai co van nhin. Ti 1é khong tién trién sau 6 thang 1a 65%. Ti 1¢ thanh
cong tinh chung 1a 73,9%, voi 9/88 bénh nhan (10,2%) c6 tdc dung phu nhe,
trung binh lién quan v&i Azathioprine (4,5% budn nén; 2,2% ting men gan;
3,4% giam bach cdu) trong sudt qua trinh diéu trj 12 thang [34]. Theo
Chalvatzis va cong su, liéu phap két hop nay da dugc ap dung thuong qui ¢
Bénh vién Mit Bristol, Anh quéc trén 10 nam qua [34].
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Bang 1.10: Céc nghién ciru két hop Glucocorticoid + ikc ché mién dich trong

diéu tri bénh nhan gidp.

Tac gia Nam  Liéu phap két hop

Kahaly [71] 1986  Prednisolone + Cyclosporine

Prummel [106] 1989 Prednisolone + Cyclosporine

Meyer P [93] 2006  Methylpred+Prednisolone+ Cyclosporine
Claridge [35] 1997  Prednisolone + Azathioprine + xa tri
Chalvatzis [34] 2014 Methylpred + Pred + Azathioprine + xa tri
Strianese [117] 2014 Methylprednisolone + Pred+ Methotrexate

Rivera-Grana [110] 2015 Methotrexate + Prednisolone

Tuy nhién, nhitng nghién ctru néi trén da ding két hop Glucocorticoid
+ Azathioprine + Xa tri, nén Kkét qua t6t thu duoc co thé co vai trd cua xa tri.
Do vay, cau hoi: Liéu phap két hop Glucocorticoid + Azathioprine ¢6 tot hon
Glucocorticoid don thuan hay khong, dén nay van chua c6 10i giai dap. Mot
thir nghiém 1am sang so sanh hiéu qua cua 4 phwong phap diéu tri: (1)
Glucocorticoid + Azathioprine + Xa tri; (2) Glucocorticoid + Azathioprine;
(3) Glucocorticoid + Xa tri; (4) Glucocorticoid don thuan, dang dugc tién
hanh & Anh qubc dé tra 101 cau hoi trén [108].

Véi Methotrexate, nam 2014 Strianese va cong su da dung
Glucocorticoid + Methotrexate diéu tri cho 33 bénh nhan giap tai tién trién
v6i Glucocorticoid don thuan. Sau 12 thang, 94% khong tién trién, 67% cai
thién van nhan [117] va 77% cai thién thi Iyc. Nam 2015, Rivera-Grana [110]
d3 bao cao két qua diéu tri 14 bénh nhan giap tién trién khong dung nap voi
Glucocorticoid bang phuong phap két hop Prednisolone + Methotrexate. Két

qua 1a 58,3% cai thién thi luc va 35,4% cai thi¢n van nhan sau 7,5 thang.
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Hién tai, ngoai thtr nghiém 1am sang danh gid hiéu qua cua li¢u phép
két hop Glucocorticoid v&i Azathioprine néi trén [108], EUGOGO con dang
tién hanh 1 thir nghiém so sanh hiéu qua cua phuong phap két hop
Methylprednisolone  tinh mach +  Mycophenolate  mofitel  vdi
Methylprednisolone tinh mach don thuan, két qua da dugc bao cao mot phan

vao dau nim 2016 [109], [21].

1.4.2. Tinh hinh nghién ciru tai Viét Nam

Tai Viét Nam, chua c6 nhidu nghién ctru vé& bénh nay. Nam 2000 tac
gia Nguyén Vin Pam va Hoang Trung Vinh c6 nghién ctu “Pic diém 1am
sang va két qua budc dau danh gia triéu chimg 16i mat & 38 bénh nhan
Basedow duoc diéu tri két hop thudc khang giap va thudc trc ché mién dich”
[3]. B6n niam sau, cac tic gia Phan Thanh Son, Tran Hitu Dang, Hoang Ngoc
Chuong di bao cdo vé cac biéu hién mét da dang, phan bd déu theo phén loai
NOSPECS (d0 5+ 6 14 6,5%) trén 31 bénh nhan Basedow [4]. Qua do, cac tac
gia cling nhan dinh vé sy kho khin khi dung phan loai NOSPECS dé theo ddi
tién trién cta tén thuong; sy két hop cua nhidu cip 46 NOSPECS trén cing 1
mat. Ciing véi chii & phan loai bénh nhin giap, nim 2014 cac tac gia Hoang
Phuong Chi va cong sy da bao cao ti 1¢ d0 NOSPECS 5, 6 (de doa mét thi
luc) 1a 8,7 %, song thi: 55%, 161 mat: 57%, co tron mi: 84%. Pac biét c6 45%
bénh nhan ¢ giai doan tién trién, cAn phai duoc diéu tri trc ché mién dich [1].

V& diéu tri, ndm 2014 Lé Minh Thong, Nguyén Ngoc Anh d3 bao cao
su cai thién thi lyc ctia 8/9 mit véi diéu tri Methylprednisolone tinh mach liéu
cao + Azathioprine [7]. M&i day céac tac gia Nguyén Chién Thing, Nguyén
Vian Pam, Pham Trong Vin véi cic nghién ciru vé phau thuat giam ap hdc

mat diéu tri bénh mét Basedow [5], [6] dd bao cdo ti 1¢ tang thi lyc 38/40 mit,
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cung voi gidm do 161 mat trung binh tr 2,3 — 3,2 mm, cai thi¢n co trgn mi

47,7% va khong c6 bién chimg trdm trong nao duoc ghi nhan.
g g g g

1.4.3. Tinh cin thiét ciia dé tai

Hién nay, Methylprednisolone tinh mach li¢u cao 1a lya chon dau tién
trong diéu tri bénh nhan giap giai doan tién trién. Tuy nhién, 1am thé nao véi
mot ti I¢ viem khong kiém soat duoc tir 35 — 55% sau khi két thic 1 liéu trinh
3 thang diéu tri bang Methylprednisolone don thuan hién dang 1a van dé nan
giai [137]. [23]. Cac nghién ctu diéu tri két hop Methylprednisolone +
Azathioprine + xa tri trén thé giéi da cho thay két qua t6t voi nhitng truong
hop nay [34], [35]. O nudc ta, dén nay chua c6 nghién ciru nio diéu tri bénh
nhin giap bang Methylprednisolone tinh mach don thuan hay két hop voi cac
thubc diéu hoa mién dich. Gia dinh liéu phap két hgp Methylprednisolone +
Azathioprine s& t6t hon Methylprednisolone don thuan trong diéu tri bénh
nhin gidp. Do vAy, nghién ctu hiéu qua cua liéu phap két hop:
Methylprednisolone tinh mach v6i Azathioprine, bang cach so sanh néd voi
liéu phap Methylprednisolone tinh mach don thuan 13 can thiét ¢é kiém dinh

gia thuyét trén.
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CHUONG 2: POI TUQNG VA PHUONG PHAP
NGHIEN CcUU

2.1. D6i twong nghién ciru
Dan sd muc tiéu:

Bénh nhan giap giai doan tién trién trung binh — nang, de doa mét thi luc.
Dan sd chon mau:

Tét ca nhitng nguoi bi bénh nhin gidp giai doan tién trién mac do trung
binh — nang va de doa maét thi luc diéu tri tai Bénh vién Mt Tp HCM tur thang
3 nam 2011 dén thang 9 nim 2014. Tat ca bénh nhan déu dugc dua vé binh

giap trude khi vao nghién cuu.
2.1.1. Tiéu chuin chon bénh

2.1.1.1. Tiéu chudn xdc dinh bénh Graves

- Lam sang: Néu co triéu chimg 1am sang cua cuong giap va cac biéu
hién ton thuong mét (bang 1.1, trang 4) 1a c6 thé xac dinh. Céc tridu
chtng khac gdm budu giap mach,va phi niém trudc xuong chay.

- Xét nghiém: FT4ting (>2,4ng/dL) va TSH giam (<0,4uIU/L). Nong do
TR-Ab tang (> 1,75). [8]
Trong truong hop cudng gidp nhung TR-Ab am tinh (<1,75IU/L), xa
hinh tuyén giap tuyén gidp gitp phan biét cuong giap do bénh Graves
(tang bat giir lode phong xa, ddng nhat) hay do cac nguyén nhan khéac
(viém gidp, u doc gidp...) [8], [14].

2.1.1.2. Tiéu chudn xdc dinh bénh nhan gidp

Bénh nhan gidp dugc xac dinh khi cé déng thoi ton thuong mét va rdi loan

chire ning tuyén giap hién tai hay trong qua khi:
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- €0 ton thuong mat dic trung bao gdm: co tron mi; 16i mét; song thi hay
han ché van nhén, 1é; viém mé mém hdc mat; viém loét giac mac, cheén
ép than kinh thi.

- Co6 hdi ching cuong gidp lam sang (bang 1.1, tr 4) hodc xét nghi¢m
(FTs > 2,4ng/dL va TSH < 0,4uIU/L) di dugc chan doan, diéu tri.

Truong hop binh gidp, bénh nhan gidp dugc xac dinh khi:

- Co6 TR-AD duong tinh (>1,75IU/L)

- Co phi dai bung co qua CTscan hodc MRI cOng voi céac d4u hiéu: co
tron mi, 10i mit, song thi, han ché van nhén, theo Frueh [51]. Cac bénh
Iy hdc mat nhu u hay viém ty mién... c6 thé gdy cac triéu chung 10i
mét, song thi, li¢t van nhan dugc loai trir qua hdi bénh, kham 1am sang,
xét nghiém va CT, MRI hbc mat.

2.1.1.3. Tiéu chuan xdc dinh giai doan tién trién

Dua vao thang do d§ viém lam sang (CAS) bénh nhan gidp ctia Mourits

[94], dugc EUGOGO dong thuan [19] nhu bang 1.3 (trang 16). Theo d6, mdi
dau ching hién dién 1a 1 diém, téng cong 7 diém, néu CSA > 3 1a bénh nhin
giap O giai doan tién trién.
2.1.1.4. Tiéu chuan xdc dinh dé nang cua bénh
Theo EUGOGO [19]: Duya vao d6 ning, nhe cta: 16i mét, co tron mi, viém
mo mém, han ché van nhan, song thi, ton thuong gidc mac, ton thuong than
kinh thi, thi lyc, chia TED lam 3 muc: nhe, trung binh — nang, va de doa mat
thi lyc, (bang 1.4, trang 18).

2.1.1.5. Tiéu chudn chin dodn DON

Chéan doan DON dugc nghi ngd néu co cac ddu chimg & bang 1.5 (trang
19). Theo d6, thé DON duoc xac dinh khi bénh nhan giap c¢6 biéu hién rbi
loan churc nang thi giac (thi luc, sic giac va thi truong), va 16i loan chirc nang

thi giac nay 1a do than kinh thi (biéu hién qua phu gai, teo gai, hodc c6 dau
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khiém khuyét dong tir huéng tim), va ton thuong than kinh thi do phi dai co

chén ép ¢ dinh hdc mét phai duoc thdy bang CTscan hoic MRL

2.1.2. Tiéu chuén loai trir

Loai trir cac bénh nhan khong ddng y tham gia nghién ciru, va bénh nhan

cO6 mot trong cac van d¢ sau:

2.2,

Tudi < 20 hodc > 65.

Pi xa trj hdc mat trong vong 3 thang trude do.

C6 thai hodc chuan bi c6 thai

Dai thao duong khong kiém soat duoc (HbAlc > 7%).

Tang huyét ap khong kiém soat duge (huyét ap tim thu > 140mmHg va
hodc huyét 4p tam truong > 90mmHg

Bénh tim mach nédng.

Loét da day ta trang tién trién.

C6 bat thudng chirc ning gan, than tai thoi diém chon bénh [ALT >
40U/L; Creatine > 120mM/L; Anti-HCV, HBsAg duong tinh

Bach cau < 4.000; Tiéu cau < 150.000; Hb < 10g/dl.

Lao di dugc chian doan va dang diéu tri.

HIV/AIDS.

Loang xuong.
Phwong phap nghién ciuu

2.2.1. Thiét ké nghién ctru

Thir nghiém 1am sang, c¢6 nhom chimg, so sanh két qua diéu tri bénh nhan

giap tién trién trung binh — ning va DON bang hai phuong phap:

Nhom MP: Methylprednisolone tinh mach xung don thuan
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- Nhém MP + Aza: Methylprednisolone tinh mach xung két hop udng

Azathioprine.

2.2.2. C& miu & phuwong phap chon miu
2.2.2.1. C& mdu

Ti 1é cai thién viém mé mém, theo 1 nghién ctru nam 2008 cua van Geest
RJ v&i phac dd 500mg Methylprednisolone x 3 ngdy x 4 1an, mdi lan cach
nhau 1 thang, 1a 50% [123]. Chung t6i thyc hién 1 nghién ctru pilot gdm 7 ca
diéu tri bang Methylprednisolone don thuan (nhém MP) va 7 ca diéu tri bang
Methylprednisolone két hop Azathioprine udéng (nhom MP+Aza). Sau 4
thang, nhom MP c6 3/7 (42,8%) va nhom MP+Aza c6 6/7 ca (85,7%) dat
trang thai khong tién trién. Tir d6, gia dinh rang diéu tri két hop s& lam tang ti
1¢ khong tién trién ¢ cudi liéu trinh 1én khoang 42% so vdi Glucocorticoid
don liéu phap. C& mau cua nghién ctru duge wde tinh véi nang luc (1 — B)
80%, phat hién muc dd khac biét vuot trdi 42% nhu trén, sai 1Am loai I, a =
0,05, luc nghién cuu (1 — B) =0,8. Co mau cho mdi nhom dugc ude tinh theo

cong thirc sau:

2

{zlﬂ 2P(1-P) +z, /B (1-P) +P2(1—P2)}
(Pl _ngza

n =

Véi:
a=0,05, z (1-0/2)= 1,96
(1-B)=0.,8,z (1-p)= 0,842
P1=0,43;p2=0,85; P=(pl + p2)/2 =0.645
Thé sb vao, tinh duge n = 19,4. Nhu vay modi nhom can 20 ca. Dé bu trur

cho s6 lwong mét theo ddi trong sudt qué trinh nghién ctru (15 - 30%), chung
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toi chon c¢& mau chung cho 2 nhéom 1a 52 ca, moi nhom sau khi chia ngau

nhién 1a 26 ca.

2.2.2.2. Phwong phdp chon mdu

Chon ngiu nhién don nhu sau:

- Péanh s thu tu 52 phong bi theo thur ty thoi gian dugce tuyén chon.

- Dung may tinh v&i phan mém “Randomization Allocation Software” dé

phan ngiu nhién 52 bénh nhan lam 2 nhém. Vi du:
+ Nhom MP: 1,2,3,6,7,8,9...42,43,45, 48, 51
+ Nhom MP +Aza: 4, 5, 11, 16, 17... 47, 49, 50, 52

Bénh nhén s& dugc chia vao nhém phu hop véi sb th ty

2.2.3. Qui trinh diéu tri

2.2.3.1.Tam sodt trude diéu tri

Trude khi diéu tri, tat ca cac bénh nhan dugc dua veé binh gidp boi cac

bac s ndi tiet. Bénh nhan cling dugc céc bac si ndi khoa danh gid cac van dé

sau: Huyét ap, cong thirc mau, duong huyét doi, chirc ning gan (ALT, AST,
Bilirubin), Anti-HCV, HBsAg, chtic nang than (BUN, Creatine) dién tim, si€u

am tim, dién giai do, loét da day va cac van dé khac nhu da liét ké ¢ phan tiéu

chi loai trur.

2.2.3.2. Piéu tri chinh

Nhitng bénh nhan du ti€u chuan chon vao nghién ctru dugc chia ngau

nhién thanh hai nhom diéu tri nhu sau:

Nhém MP: Piéu tri véi Methylprednisolone 500mg (giai doan voi
100ml glucose 5%) truyén tinh mach cham trong 90 phut, trong 3 ngay
lién tiép (goi 1a 1chu ky). Liéu trinh diéu tri gdm 4 chu ky, mdi chu ky

cach nhau 1 thang. Tong liéu diéu trj 13 6g.
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Nhém MP + Aza: Diéu tri két hop: lidu luong va duong dung

Methylprednisolone nhu nhém MP, nhung dong thoi phdi hop

Azathioprine ubng 2mg/kg/ngdy trong 6 thang. Liéu lugng cia

Azathioprine duoc diéu chinh tuy theo sy dung nap ctia bénh nhan va

qua kham, theo ddi cong thirc méu, chirc nang gan, than theo so d6 2.1.

+ Db6i voi nhitng bénh nhan c6 biéu hién chén ép than kinh thi, sau
vong Methylprednisolone dau tién, tiép tuc dung Prednisolone udng
liéu 40mg/ngay giam dan 10mg mdi 2 tudn. Lap lai vong thir 2 néu
viém hodc thi lyc khong cai thi¢én sau 1 tuan. Néu thi luc khong cai
thién sau 2 tudn, chuyén phau thuét giam ap.

+ Dbi véi nhitng bénh nhan khi két thuc 4 vong MP ma van con tién
trién, tiép tuc dung thém prednisolone udng. Liéu khoi dau 40mg/
ngdy, giam dan 5- 10mg mdi 2 tudn.

2.2.3.3. Duy tri binh gidp va cdc diéu tri phu:

Trong qua trinh nghién ctru néu:

- TSH, fT4, fT3 binh thuong, khong doi ché do diéu tri, theo ddi mdi
3 thang TSH, T4

- TSH thap, T4, fT3 ting:

+ Néu chua diéu tri, dung carbimazole liéu 40mg/ngay
+ Néu dang dung thyroxine, giam xudng con 25 — 50pg/ngay.
Theo d&i TSH, fT4 mdi 6 tuin

- Trudng hop TSH > 4pulU/mL hodc fT4 thap, bat ddu hodc ting licu
thyroxine 50pg/ngay. Theo ddi TSH, fT4 mdi 6 tudn
Ngoai ra: Ngung thuéc 14; Nudc mit nhin tao Calcium
1000mg/ngay + vitamin D 800 Ul/ngay, Omeprazole 20mg/ngay
trong mdi 1an sir dung Methylprednisolone tinh mach.

2.2.3.4. Piéu chinh liéu heong va tiéu chi ngung diéu tri
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- Piéu chinh liéu lugng
+ Duya vao so dd 2.1 [108], va tac dung phu xay ra & mirc do 2 theo
tiéu chi thuat nglr chung cho tac dung phu (CTCAE) [37]. .
- Tiéu chi ngung diéu tri bao gdm:
+ Cac trudng hop ngung theo so d6 2.1
+ Téc dung phu xay ra & muc do 3, 4 theo CTCAE
+ Bénh ning hon sau 3 thang diéu tri
i

Bénh nhan khong dong ¥ diéu trj tiép

Xét nghiém cong thire mau, ALT, AST, bilirubin
mai_2 tuan trong thang dau,
mﬁjﬂj}ﬂtuﬁn trong cac thang sau

ALT, AST > 2001UIL, /F‘ Bach cau <3500

S Neutrophil < 1500
Ngung azathioprine 100 <ALT,AST< 200 Tiéu cau < 75.000
Xét nghiém lai sau 2 tudn Tiép tuc diéu tri, )

) MNguwng azathiprine, XM
Xetnghiém lai sau 2 tuan || |ai sau 2 tudn

N AN

Téng Giam P -
Loai khéi | Piéu tri tiép, %aér;:lgt.uc Lo o
nghién ciru x?t nghiém azathibprin ngﬁién clru
lai sau 2 tuan
N

Giam hodc khéng déi: Téng:

Tié tuc liéu d3 ding Giam liéu azathioprine cén

Xét nghiém lai sau 4 tudn 50mg/ngay i

Xét nghiém lai sau 2 tuan

N

Téng: Giam, khéng dai ..
Ngwng azathiopring, | | Tiép tuc lidutnrée, XM lai
sau 4 tuan

So do 2. 1: So do quyét dinh ding Azathioprine dwa theo céng thirc mdu,
chirc nang gan ding trong nghién ciu. “Nguon: Rajendram, 2008 [108].
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2.2.4. Cac bién s6 nghién ciru: Pinh nghia, thoi diém va cach thu thap

C6 3 nhém bién sb chinh: (1) tinh hiéu qua, (2) tinh an toan, (3) yéu tb

nguy co lién quan dén kiém soat viém (bang 2.1).

Bang 2.1: Cdc bién sé nghién ciru va thoi diém danh gia

Nhém ] Thoi diém thu thap
sz Tén bién . . . . . . . .
bién so . Ngay | Tuan | Tuan | Tuan | Tuan | Tuan | Tuan | Tudn | Tuan
i}
0 1 2 4 8 12 16 24 48
b6 viém
X X X X X X X
lam sang
Khoang
. lx X X X X X X
Bién so vé | cach bo mi
tinh L6i mat X X X X X X X
hiéu qua | Vannhan |x X X X X X X
Song thi X X X X X X X
Thi luc X X X X X X X X
DON X
CT™M X X X X X X X X X
ALT, AST, | x X X X X X X X X
HBsAg,
.z X
Bién so0 vé | Anti-HCV
tinh Creatine X X X X X X X X X
an toan Puong
, X X X X X X X X X
huyet
TDP khac | x X X X X X X X X
Bién s6 | Tudi, gioi,
Loz ‘ X
yeu to hut thuoc
nguy co
TRAD X X X X X
fT4, TSH X X X X X
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2.2.4.1. Cdc bién so6 vé tinh hiéu qud (trén ton thwong miit)

Céc bién sb vé tinh hiéu qua ton thuong mat duoc 1 duoc phan thanh 2
nhom: hi¢u qua trén “d9 viém” va hi¢u qua trén “d¢ nang” theo qui trinh cua
EUGOGO [135] va dugc danh gia boi bac si Mat. Nhitng truong hop ton
thwong 2 mat, cic phép tinh thong ké chi sir dung ddi véi mét niang hon. Cu
thé nhu sau:

+ DO viem lam sang (CAS)

D6 viém l1am sang dugc danh gia theo thang diém 7 ctia Mourits. Theo
d6 cac dau hiéu: Pau sau nhin ciu, dau khi liéc, phu mi, dé mi, phu két mac,
do két mac, do cuc 1é duge kham. Mdi diu, néu co, cho 1 diém. Néu bénh
nhan c¢6 >3 diém thi coi 12 & giai doan tién trién (bang 1.2).

- Pau ty nhién sau nhin ciu hodc dau hoc mét khi liéc: Puge coi 1a

c6 néu kéo dai hon mot vai gidy va thudng xuyén (c6/khong).

- Phi mi (hinh 2.1): Puoc coi 1a ¢6 khi thdy c6 dich dudi da mi (miii

tén den) hodc day da mi (mii tén trdng). Khi bénh nhan nhin xudng

45 36, nép gap da giita mi trén tao thanh 1 goc. Bién nhi gié.

3 4
!
: 4
' iy
g g

Hinh 2.1: Hinh dnh phit mi. “Nguon Salvi M, 2012 [112].

i

- Do mi dugc doi chiéu véi hinh 2.2, ¢6 phan biét voi do trude sun do

viém bo mi va do toan mat. Bién nhi gid (c6 / khong)
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Ba
trdic sun

Bo mi

Hinh 2.2: hinh anh d6 mi. “Nguén: Salvi M, 2012 [112]
- D6 két mac: co / khong.
- Phi két mac: ¢ / khong.

o Ky thuit kham: dung dén khe, chiéu nghiéng 60 do giita ria va
goc mit ngoai. Phu két mac goi 1a co khi két mac tach ra khoi
cung mac téi hodc vuot qua duong xam (danh gid do day) va
chiéu rong cua su tach két mac khéi cung mac >1/3 chiéu rong
khe mi.

- Viém cuc 1¢ va nép gdp két mac géc trong: (c6 / khong). Binh
thuong cuc 1¢ 1a mot diém mau vang nhat, nam trong nép gip két

mac. Goi 1a viém néu cuc 1¢ hodc nép gap két mac do nhu hinh 2.3.

Hinh 2.3: Ddu hiéu viém cuc l¢ va nép gap ket mac.

“Nguén: Salvi M, 2012” [112]
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+ DO niang
Nhém bién sb vé do nang bao g@)m cac bién sau: do rong khe mi, do 16i
mét, van nhan, song thi, thi lyc, DON. Phuong phap do luong nhu sau:
- D¢ rong khe mi: tinh bﬁng mm
K¥ thuat do: bdo bénh nhan nhin théng vao muc ti€u xa, sao cho
duong thang di qua goc mét ngoai va bo trén cua tai song song mat dat (hinh
2.5a). Chiéu rong khe mi 1a khoang céch ctia 2 bd mi qua trung tim dong tir

(hinh 2.5b).

d

Hinh 2.4: Ky thudt do d rong khe mi (a): tw thé do ding. (b) Céch ghi: mi

trén +1, mi duoi +1, do rong khe mi 12mm. “Ngué‘n SalviM, 2012 [112].
Co tron mi trén (hinh 2.6): dugc coi 13 ¢6 néu bd mi trén ngang hoic

qua khoi ria giac mac. Co tron mi dugc dung dé chan doan TED, vé dinh

lugng, co tron mi dugc tinh qua d6 rdng khe mi.
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Hinh 2.5: Co tron mi trén va duwdi. “Nguon: Dolman, 2012 [41].

- Loi mat: tinh bang mm dung thude Hertel.

K§ thuét: cho bénh nhan ngdi ¢ tu thé sao cho mat nguoi bénh ngang
mirc méit ngudi do. Dat chan cua thude Hertel vao bd ngoai hde mit phai,
ngang murc khoé mét ngoai. Picu chinh chiéu rong cta thude phia trai cho
vira voi 2 b xuwong hc mét ngoai (hinh 2.7). Gitr thudc song song voi mit
dat. Nhic bénh nhan mé rong 2 mét, dinh thi vao mat nguoi do. bé do d6 10i
mat phai, ngudi do nhin mit trai, diéu chinh dau qua lai cho dén khi x4c dinh
duoc vi tri do 13 2 gach d6 trén guong cua thude chdng 1én nhau. Di chiéu vi
tri cia dinh gidc mac trén thudc. Ghi s6 do, vi du MP 19mm, MT 21mm,

khoang cach 2 mat 110mm. Lam tuong tw voi mat trai.

Hinh 2.6: Po dj 16i bang thiréc Hertel. “Nguon: Salvi M, 2012 [112]
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Theo Ngé Nhu Hoa, d6 10i mét trung binh ctia ngudi Viét Nam binh thuong
la 12 £ 1,75 [4]. Ching t61 chon gia tri > 15mm, hoac do 16i 2 mét cach nhau
trén 2mm goi 13 161 mit.

- Han ché vén nhan:

Lugng gia do han ché van nhin theo ky thuat phan chiéu anh sang
(Light Reflex) [41]. Theo d6, van nhén c6 thé duoc chia tir 0° - 45° theo bén
hudng bing cach st dung nguyén tic Hirschberg. Bénh nhan duoc do ting
mat, yéu cau nhin hét strc theo 4 hudng: 1én, xudng, trai va phai trong khi
ngudi do quan sat anh phan chiéu cua dén trén giac mac bénh nhan (hinh 2.8).
Néu anh phan xa chi cham canh cua d@)ng ttr, mat liéc duoc 15° (han ché do
3), gitta dong tir va ria, 30° (46 2) va & ria, 45° (46 1), qué ria: van nhin binh
thudng (d6 0). Tinh tong sb d6 van nhén theo 4 huéng. Van nhan 1 mat binh
thudng theo 4 huéng 1a 45° x 4 = 180°. Thi du mdt mét bi han ché van nhén 3
hudng trén dudi va ngoai do 2 thi van nhén cia tong cong theo 4 hudng cua

mat d6 1a (30° x 3) +45° = 135°

y
Hinh 2.7: K§ thudt phan chiéu dnh sang (Light Reflex) heong gid vin nhan.
Bénh nhan nay nhin lén dwoc 45° néu phan chiéu dnh sang ¢ bo dong tir (mé
phong cham trang) thi bénh nhéan chi nhin lén dwoc 15°, néu ¢ giita bo dong
tir va ria gide mac thi ghi 30°. “Nguén: Dolman, 2012 [41], [42].
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- Song thi:

Song thi dugc danh gid theo d9 song thi chi quan cia Gorman
(Gorman score) gdm: khong song thi (0); song thi timg luc (1); song thi theo
hudng (2); song thi lién tuc (3) [135].

- Tén thwong gidc mac: (cé/khéng)

Bénh nhan nghi ngd c¢6 ton thuong gidc mac duge danh gia qua sinh
hién vi, c6 nhudm fluorescein 2%. C6 2 muc do:

Khéng: néu giac mac khong bat mau fluorescein

C6 néu tén thuong theo A, B, va C:

*  A:néu co ton thuong dang chim
* B: néu ton thuong ting viing nhiéu hon dang chim
* C:néu giac mac mo duc, hoai tir, thung (loai trtr)
- Bénh thi than kinh do réi loan chire ndng tuyén gidp (DON)
*  Thi lyc: dung bang thi lyc Snellen va thi lyc thap phan
*  Nhan dp: do bang nhin ap ké Schiotz, tinh bing mmHg. Gia
tr1 > 24mmHg duoc coi la ting nhan ap
*  Ddu khiém khuyét dong tir hudng tam: (c6 / khong).

K¥ thuat kham (hinh 2.8): Bénh nhan dinh thi vao muc tiéu trudc, tam
xa. Gitt ngudn sang 3 gidy ¢ vi tri 1, danh gia d6 co va thoi gian co cua dong
tir. Chuyén ngudn sang sang vi tri 2, giit 3 gidy, danh gia do co va thoi gian co
ctia dong tir. So sanh 2 bén. Chuyén ngudn sang sang vi tri 1, gitr 3 gidy, danh
gia d6 co va thoi gian co cua dong tir. So sanh voi mat kia. Lap lai nhu vay
cho dén khi chic chan ring c6 mot bén do co it hon va thoi gian co ngan hon
bén kia (RAPD + ), hodc phan xa 2 bén bang nhau (RAPD - ). Néu chi c6 1
ddng tir phan (mg v6i anh sang thi so sanh dap ng co cua phan xa 4nh sang
truc tiép va phan xa dong cam ctia méit d6. Néu phan xa truc tiép mat, phan xa

ddng cam con thi RAPD +.
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Hinh 2.8: Ky thudt kham tim dau khiém khuyét dong tir huéng tam (RAPD).
Nguén: “Salvi M, 2012 [112].

*  Phu gai thi va teo gai thi: (c6 / khdng)
Hai ddu nay duoc danh gia qua soi ddy mat v6i dén soi truc tiép va gian tiép.
Mot s6 trudng hop nghi ngd, chup hinh day mét va theo ddi qua thoi gian.

*  Hinh anh hep dinh héc mat trén CTscan/MRI.

Hinh anh chat hep dinh héc mét trén CTscan duoc danh gia theo
phuong phap Nugent [99]. Theo phwong phap ndy, do chat hep cua dinh hdc
mét duoc udc luong bﬁng su lu m& m& hdc mat quanh than kinh thj trén film,
lat cat qua dinh hdc mat tu thé coronal. Binh thudng: d 0, nhe (d6 1): md tir
1 —25%, trung binh (d0 2): 26 — 50%, nang (do 3): trén 50% (hinh 2.9).
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Nhe:1-25%

Hinh 2.9: Panh gid dé hep dinh héc mdt theo Nugent. “Nguon: Nugent, 1990
[99], Weis, 2011 [128].

Hep dinh hdc mit duge coi 14 ¢6 néu hinh anh CTscan tir muc trung
binh dén nang. Chua c6 mot déng thuan nao vé cach danh gia su chat hep ¢
dinh héc mit trong bénh nhan giap chén ép than kinh thi. Ly do chiing toi
chon phuong phép nay vi n6 don gian, c6 dd nhay cao (79,2 — 87,5%), va cho
dén nay, dugc nhiéu ngudi sir dung [54], [99], [128], [95].

*  Hinh anh phi dai bung co trén CT/MRI (hinh 2.10)

Hinh anh phi dai bung co dung dé chan doan phan biét trong nhiing ca

kho nhu bénh nhin giap binh giap, bénh nhin giap 1 mat, viem hdc mat vo

can thé co (hinh 2.10b: phi dai ca bung co va gan co).
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Hinh 2.10: (a) phi dai bung co trong bénh nhan gidp va (b) phi dai bung va

gan co trong viém co. “Ngudn: Muller - Forrell, 2012” [95].
2.2.4.2. Cdc bién so6 vé tinh an toan (tdc dung phu ciia thuoc)

Céc bién s6 vé tac dung phu (TDP) cta thudc bao gom:

— Tiang men gan (ALT, AST), ting huyét ap, ting cén, dic diém Cushing,
tang duong huyét, viém loét da day ta trang, mét ngu, danh tréng nguc,
giam bach cAu, giam tiéu clu, tang creatinin, budn ndén, nédn, rung
toc...Day l1a nhitng TDP thudng gap cua Methylprednisolone tinh mach va
Azathioprine tir cac nghién ctru trude). Ghi nhén nhitng tdc dung phu méi
xuét hién néu c6. Nhitng bién s ndy duoc danh gia boi cac bac si ndi khoa
va béc si chuyén khoa c6 lién quan.

— That ca cac tac dung phu dugc chia thanh 5 muc d¢ theo tiéu chi thuat ngir
chung cho tac dung phu (CTCAE) [37]:

+ DO 1: nhe

D¢ 2: trung binh

D0 3: nang

D0 4: de doa tinh mang

+ o+ o+ o+

Do 5: tir vong lién quan dén thudce
Céac bién s6 TDP cu thé nhu sau:

— Phan d6 TDP vé mau va sinh hoa theo CTCAE (bang 2.2) [37]
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Bdng 2.2: Phan d6 TDP vé cong thirc mdu va sinh hod mdau. “Nguon
CTC, 20037[37].

Tac dung Phan d¢
phu 1 2 3 4 5
Bach cau <4000 - <3000 — <2000 — < Tu
(toan bo) 3000/mm? 2000/ mm*®  1000/mm*  1000/mm® vong
Neutrophils  <1500/mm*® < 1500 - <1000 — <500 Tu
1000/mm*®  5000/mm*  /mm’ vong
Tiéu cau <75000/mm>  75.000 — 50.000 — 25000/  Tu
50.000/mm?®> 25.000/mm’® mm? vong
Hemoglobin  10g/dl <10-8g/dl <8-6,5g/dl <6,5g/dl Tu
vong
ALT >40-100 >100-200 >200-800 >800U/L Tu
U/L U/L U/L vong
AST >925U/L  92,5-185 >185-740 >740U/L Tu
U/L U/L vong
Creatinine >120-180 >180-360 >360-720 720 Tu
mM/L mM/L mM/L mM/L vong
Tang duong >120-160 >160-250 >250-500 > 500 Tu
huyét (d6i))  mg/dL mg/dL mg/dL mg/dL vong

— Phan d6 cac TDP c6 thé gip khac theo CTCAE [37]
+ Tang huyét ap: (1) Nhe: HA tdm truong > 20mmHg hoic HA >

100/150, thoang qua (< 24 gio), khong can diéu tri; (2) Trung binh:

HA tam truong > 20mmHg hoac HA > 100/150 lién tuc > 24 gio.

Can phai ding 1 loai thudc; (3) Nang: HA tdm trwong > 20mmHg
hoic HA > 100/150 lién tuc > 24 gid. Can phai dung nhiéu hon 1
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loai thudc, hodc diéu tri tich cuc hon dd 2; (4) De doa tinh mang:
con tang HA 4c tinh; (5) Tt vong.

+ Viém loét da day ta trang: (1) Nhe: khong triéu chung, chan doan
dwa trén X quang/ndi soi; (2) Trung binh: ¢o triéu chung, thay dbi
chirc ning tiéu hoa (thay ddi cach n udng, can bd sung dinh dudng
bang dudng miéng), nhu cdu dinh dudng tinh mach < 24 gio; (3)
Ning: ¢6 triéu ching va thay dbi chirc ning tiéu hoa ning, phai dinh
dudng bang duong tinh mach hodc qua éng > 24h; (4) Pe doa tinh
mang, (5) Tt vong.

+ Pic diém Cushing (Cushingnoid features): dugc coi la ¢6 (d6 2) néu

c¢6 nhitng dic diém: mit map tron nhu mat tring, da ing do; ting

can; ty m& ving bung lam ting vong eo; da mong, cd vét nit, dé
bam khi va cham nhe. ..

Téng can (> 3kg)

Mit ngu: c6/khong

Danh tréng nguc: c6/khong

+ 4+ 4+ o+

Rung téc:(1) Nhe: rung [am thua téc hodc tirng mang nhd; (2) Trung
binh: rung hoan toan
+ Budn noén: (1) Nhe: chan an, nhung chwa thay d6i thoi quen an
ubng; (2) Trung binh: phai dung thudc giam triéu ching nhung chua
sut can, chua mat nude va chua suy dinh dudng; (3) Nang: ndng hon
d6 2, can phai nudi dudng duong tinh mach, dudng éng > 24 gid.
+ Noén: (1) Nhe: 1 1an/ 24 gio; (2) Trung binh: 2 — 5lan/ 24 gid; (3)
Ning: > 5 lan/ 24 gio
2.2.4.3. Bién so vé yéu t6 nguy co lién quan dén kiém sodt viém
+ Tubi (ndm); Gidi (nam/nir); Hut thude 14 (c6/khong); Thoi gian phat

hién bénh nhan gidp (thang)
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+ TR-Ab duoc do bang ky thuat dinh luong tu dong, thé hé 3, theo
nguyén 1y e ché gin két TSH (3“TBII). Gia tri TR-Ab > 1,75 IU/I
dugc xem 1a duong tinh [64].

+ Do viém lam sang (CAS); Do 16i mét; Song thi 3 mé ta & trang 43,
46 va 48.

% Cac bién s6 khéc:

+ Chure ning tuyén giap: fT3, fT4, TSH duoc do bang may mién dich
tu dong Elecsys 2010 and cobas e 411 analyzer (Roche Diagnostics
— Nhat Béan) dya trén nguyén ly phdt quang di¢n hdéa hoc
(Electrochemiluminescence Based Assays) tai Trung tam Y Khoa
MEDIC, Tp HCM. Bénh dugc coi binh giap néu TSH tir 0,4 —
4uIU/L va fT4 tir 0,8 — 2.4ng/dL; cuong giap néu TSH < 0,4 va fT4
> 2,4ng/dL; nhuoc gidp néu TSH > 4pulU/L va fT4 < 0,8ng/dL [8].

+ Ctscan/MRI duogc dung trong qua trinh chan doan, khong dua véo

phan tich nhu 1a bién két cuc.

2.2.5. Panh gia két cuc (outcomes)

Céc bién sb vé tinh hiéu qua dugc danh gia boi bac s Mat. Cac
bién sd vé tinh an toan duoc danh gia bdi céc bac si Noi tiét, Noi
khoa. Céc bac si danh gia nay doc lap véi nghién ctu.

2.2.5.1. Danh gid tinh hiéu qua
+ Hiéu qua trén do viem: Déanh gia qua so sanh:

*Ti 1¢ kiém so4t viém trung binh trong 12 thang: 14 ti 1& bénh nhan
duge dua vé giai doan on dinh (CAS < 3) sau diéu trj. Ti 1é
kiém so4t viém = 1 — ti 1 viém con lai sau diéu trj.

* Thoi gian kiém soat viém trung binh: 13 thoi gian diéu tri trung

binh dé dua bénh tir giai doan viém trd ve giai doan 6n dinh.
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*Piém CAS trung binh sau 3, 6 va 12 thang diéu trj.

+ Hiéu qua trén do nang: Pugc danh gia tai cac thoi diém 6 thang, 12
thang ké tir lac bit dau diéu tri. Cac bién sb vé do nang bao g@)m: do
rong khe mi, 16 mét, van nhan, song thi, thi lyc va téng diém mit
(TES: Total Eye Score).

Tiéu chuan dat cdi thién d6 ning theo EUGOGO, ( bang 2.3).

Bang 2.3: Tiéu chudn cdi thién d¢ ndng ding trong cdc thir nghiém lam sang

ciia EUGOGO. “Nguon Wiersinga, 2006 [135].

Bién so Thay doi yéu ciu

Do rong khe mi >2 mm

L6i mat > 2 mm

Song thi > 1 murc do

Vén nhan > 15 d9 it nhat trong 1 huéng

Thi luc Cai thi¢n > 2 dong cua bang Snellen

- Téng dé ning mdt (Total Eye Score: TES): Tinh theo phan d6
NOSPECS cai bién nhu sau [106], [130]:

Bénh nhan c6 ton thuong dugc ghi diém twong tng theo bang 2.4. Vi
du 1 bénh nhan c6 chén ép than kinh thi (thi luc 1/10), CAS = 6, 16i mat
24mm, song thi tung luc, tron mi. Cach tinh diém 13, TES=12 +4+9 +4 +
1 =30. Trong nghién ctru nay, bién di trén 5 diém dugce coi 1a ¢ cai thién.

2.2.5.2. Danh gid tinh an toan

Dénh gia tinh an toan dya trén so sanh tan sb va muc do tac dung phu
(TDP) xuit hién cta 2 phac do trong sudt qua trinh diéu tri. Bénh nhan c6
nhiéu muc d6 thi s& tinh mtc do nang nhét. Cu thé nhu sau:

(1) Tong s ngudi TDP

(2) Tong sé lugt TDP
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(3) Tan s6 TDP ning (46 3) va de doa tinh mang (46 4)
(4) Cac truong hop ngung diéu tri vi TDP
(5) Tan s6, ti 1¢ cac TDP thudng gip
Bang 2.4: Tong diém mat theo NOSPECS. “Nguon Werner, 1969 [130].

Phan d9 Ky hi¢u Pié¢m
0 N: No signs + 0
1 O: Only signs + 1
2 S: Soft tissue Viém mo mém
-0 + 0
- Nhe (CAS:3-4) + 2
- Tr.Binh (CAS: 5 -6) + 4
- Nang: (CAS >7) + 6
3 P: Proptosis* Lo6i mat
- 0(=215mm) + 0
- Nhe (16 — 17mm) + 3
- Tr. Binh (18 —20) + 6
- Nang (= 21mm) + 9
4 E: Extraocular muscle C6 ton thuwong co van nhan
-0 + 0
- Song thi ting luc + 4
- Song thi theo hudng + 8
- Song thi hang dinh + 12
5 C: Cornea Ton thuong giac mac
-0 + 0
- Viém + 5
- Loét + 10
- Mo, thung + 15
6 S: Sight loss (thap phan)  Mét thi lyc do than kinh thi
- >0,67 + 0
- 0,66 -0,33 + 6
- 0,32-0,1 + 12
- <0,1 + 18

Tiéu chuan 16i mat dp dung cho ngwoi Viét Nam (> 15mm) [4].
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Toan bo qui trinh nghién ctiru duge tom tit

theo so dd 2.2

TED giai doan tién

trién

L |

chon bénh

TED trung binh - Nang; DON

phan nham

ngéu nhién

il

_ g( Piéu tri
Methylprednisolone xun

6 thang Banh gia

r
Nhém MP L] Nhém MP+Aza

" Azathioprine

Y

> Methylprednisolone +

5 thang

két qua

12 thang x 12 thang

D6 viem phan tich
D6 nang thdng ké&

So do 2.2: Tém tdt qui trinh nghién ciru

2.2.5. Phuong tién nghién ciru.

B viem
Bd nang

- BoOnhan 4p ké Shiotz; Béang do thi luc Snellen

- Thuéc do d6 1di Hertel ctia Plrc san xuit

- Hinh phim chup hdc mit bang Cit 16p dién toan hodc Cong hudng tir

- Sinh hién vi kham mét. Pén soi day mat

- May chup hinh mau day mat
- May mién dich ty dong Elecsys 201
Diagnostics — Nhat Ban)

0 and cobas e 411 analyzer (Roche

- Thudc: Solu-Medrol 500mg (Methylprednisolone ) ciia Hing Pfizer;

Imurel 50mg (Azathioprine) cua hang GlaxoSmithKline
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2.2.6. Phwong phap thong ké

Hiéu qua diéu tri cia Methylprednisolone tinh mach don thuan
va Methylprednisolone tinh mach + Azathioprine dugc so sanh (qua do
viém va dd nang) voi chinh nd tai cac thoi diém trudc va sau diéu tri.
Su so sanh cling dugc thyc hi¢n gitra 2 nhoém theo kiéu Intention-to-
treat (phan bd ban dau) va kiéu Per Protocol (theo qui trinh) dé xac
dinh liéu phap nao t6t hon.

Dung trung binh, d6 1éch chuan (trung vi va IQR cho phan phdi
khong chuin) dé mé ta cac bién dinh luong, ti 16 dé mo ta bién dinh
tinh. Test chi binh phuong, test chinh xac Fisher dung dé so sanh 2 ti 18,
t test, Man-Withney test, Wilcoxon test dé so sanh céc sb trung binh.
Uéc tinh Kaplan — Meier duoc dung dé wdc tinh ti 18 kiém soat viém
theo thoi gian va thoi gian dat on dinh trung binh ctia 2 nhom. Log-
Rank test dugc dung dé so sanh 2 dai lugng cua 2 nhom trén. Hoi qui
COX dugc dung dé udc lugng cac yéu td nguy co lién quan dén kiém
soat viém.

Gia tri p < 0,05 dugc xem 13 c¢6 y nghia thong ké. Tat ca cac

phép tinh dugc thuc hién bang phan mém SPSS 16.0.

2.2.7. Vandéy dirc
Pé cuong nghién ciru di duoc hoi ddng chdm dé& cwong PHYD T.p
HCM phé duyét, va dugc hoi déng khoa hoc k¥ thuat Bénh Vién Mit T.p
HCM cho phép thuc hién. Tat ca cac bénh nhan tham gia di duoc giai
thich 16 vé muc tiéu va ddng ¥ tham gia nghién ciru c6 bang ddng thuan.
Nhitng bénh nhin khong ddng y s& duoc diéu tri theo phac d6 cii. Tat ca

cac thong tin lién quan dén bénh nhan duoc bao mat.
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Chwong 3: KET QUA NGHIEN CUU

3.1. MBd ta dic diém cia 2 nhém: MP va MP + Aza

Tir thang 3/1011 dé thang 4/2014, tai Bénh vién Mat T.p HCM, chung
to1 da tuyén chon dugc 52 ca du tiéu chuin dua vao nghién ctru. Nam muoi
hai ca dugc phan bd ngiu nhién thanh 2 nhém: nhém MP (26 ca) dugc diéu
tri bing Methylprednisolone tinh mach xung don thuan va nhoém MP+Aza (26
ca) diéu tri bang Methylprednisolone tinh mach xung + Azathioprine udng.

Trong qué trinh diéu tri, nhém MP ¢6 5 ca mét theo ddi (3 ca bo diéu tri
sau 2 chu ky, 1 ca loai khoi nghién ctru vi viém loét da day ta trang sau 2
vong, 1 ca chuyén thanh DON phai chuyén phau thuat giai 4p hoc mat).
Nhom MP+Aza c6 1 ca ngung diéu tr1 viém loét da day ta trang nang, 2 ca
chuyén phau thuat nhung ca 2 déu khong ddng y, va dé nghi duogc tiép tuc
diéu tri noi khoa. Sau 6 thang ké tur vong diéu tri dau tién, nhém MP con 21
ca va nhom MP+Aza con 25 ca. Két qua diéu tri s& duoc phan tich theo 2
cach: phan bd ban du (Intention — to — treat ) va theo qui trinh (Per Protocol).

Pic diém dich t&, 1am sang cua 2 nhom trudce diéu tri dugc mo ta qua
bang 3.1.

Theo d6, 2 nhém phéan bd twong ddng vé: tudi (47,5 so véi 45; p =
0,51); ti 1& hat thude 14 (31,6% so véi 22,2%; p = 0,52); TSH (0,5 so véi 0,39
ulU/mL; p = 0,28); FT4 (1,19 so voi 1,35 ng/dl; p = 0,28); n6ng do TR-ADb
(7,85 TU/1 so vo1 6,24 TU/L; p = 0,94). Ngoai ra, cling cé su tuong déng vé do
tién trién 1am sang, d0 rong khe mi, do 16 mét, do han ché van nhan, song thi

cling nhu vé phan bd DON (20,8% so vdi 32%; p = 0,42) va thi luc.
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Bang3.1: Mo ta dac diém dich té, lam sang cua 2 nhom truoc diéu tri

Diic diém MP MP+Aza P
n=26 n=26

Tudi, nam: Tr.b (Plc) 47,5 (9) 45 (13) 0,51¢

G161 ntr: n (%) 13 (50%) 13 (50%) 1,0*

T.gian cuong gidp, thang: Tr.v(IQR) 12 (117) 12 (27) 0,7¢

Thoi gian TED, thang: Tr.vi (IQR) 5 (9) 4 (6) 0,74

Hut thude 14: n (%) 13 (50%) 9 (34,6%) 0,267

TSH plU/mL: Tr.vi (IQR) 0,50 (1,68) 0,39 (1,67) 0,28¢

FT4, ng/dl: Tr.vi (IQR) 1,19 (0,88) 1,35(4,1) 0,28¢

FT;pg/mL: Tr.vi (IQR) 3,20 (1,33) 2,69 (1,86) 0,06¢

TR-Ab, IU/L: Tr.vi (IQR) 7,85 (7,0) 6,24 (13,6) 0,94¢

CAS, diém : Tr.vi (IQR) 4 (2) 4(1,75)  0,67¢

Ti 1¢ tién trién 100% 100% -

D0 rdng khe mi, mm: Tr.b (Plc) 11 (1) 12 (1) 0,47°¢

Ldi mat, mm: Tr.b (Dlc) 19 (4) 20,5(3,3) 0,63°

Han ché van nhan, d6: Tr.b (Plc) 256 (30) 240 (45) 0,22°
Lién tuc 3(11,5%) 2 (7,7%)

Song thi Theo hudng 6 (23,1%) 8(30,8%) 0,72¢%
Tung lac 6 (23,1%) 5 (19,2%)

Ton thuong gidc mac: ca 0 2

DON: ca, n (%) 6 (23%) 7(26,9%) 0,34%

Thi lyc (thap phan) 0,2(0,3) 0,1(0,3) 0,59¢

Ghi chu: DON: Dysthyroid optic neuropathy, Tr.b (Plc): Trung binh (do léch
chuan); Tr.vi (IOR): Trung vi (IOR); IOR: (Interquartile range): hiéu sé ciia
bach phdn vi thir 75 va bach phdn vi thir 25 (a): x2 test; (c) t test; (d) Mann-
Whitney U test.
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Xét nghiém TSH, FT4 ciia nhom MP va MP+Aza tai thoi diém ngung
diéu tri (thang tht 6) dugc mé ta qua bang 3.2.

Bdng 3.2: Xét nghiém chirc ndng tuyén gidp tai thoi diém méi vao (ty) va sau

6 thang (1)

To Te

MP  MP+Aza pd MP MP + Aza p¢

TSH: Tr.vi(IQR) 0,57(2,3) 0,51(1,72) 028 1,48(7,83) 0,75 (4,17) 0,68

fT4:Tr.vi(IQR) 1,3 (1,1) 1,30(3,64) 028 0,9 (0,8) 1,32(1,38) 0,27

Ghi chu:
Trvi(IQR): Trung vi (IQR), (d) Mann-Whitney U test.
Nhan xét:

Tai thoi diém méi vao nghién ciru, trung vi TSH cua nhom MP va
nhom MP+Aza lan luot 13 0,57 va 0,51, khac biét khong co ¥ nghia thong ké
(p = 0,28). Trung vi fT4 ciia nhom MP va MP+Aza lan luot 1a 1,3 va 1,3.
Khac biét khong c6 ¥ nghia thong ké (p = 0,28). Tat ca déu binh giap.

Tai thoi diém 6 thang, trung vi TSH ctia nhom MP va nhom MP+Aza
lan luot 1a 1,48 va 0,75, khac biét khong co ¥ nghia thng ké (p = 0,68).
Tuwong tu, trung vi fT4 cua nhom MP va MP+Aza lan luot 1a 0,9 va 1,32,
khac biét khong co ¥ nghia thong ké (p = 0,27).
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3.2.  So sanh hiéu qua diéu tri cia MP va MP+Aza

3.2.1. So sanh hi¢u qua trén do viém
3.2.1.1. DPiém viém lam sang CAS trung binh sau diéu tri

Phan bd diém CAS ciia 2 nhom trude va sau diéu tri 3, 6, 12 thang
duoc biéu thi qua biéu d6 3.1.

Theo d6, trudce diéu tri, s6 trung vi (nho nhat - 16n nhét) ciia nhom MP
va nhom MP + Aza giéng nhau 13 4 (3 — 6). Sau 3 thang, diém CAS ctia nhém
MP va nhém MP + Aza lan luot 1a 3 (1 — 4) va 2 (1 — 4). Sau 6 thang 2 (1 — 4)
va 1,5 (1 — 3), va sau 12 thang 2 (1 —3) va 1 (1 — 2). Khac biét c6 y nghia
théng ké gitra cac thoi diém trong tirng nhom (MP hodac MP + Az; p = 0,00;
Friedman test). Khi so sainh 2 nhom tai cac thoi diém trén, khac biét chi c6 &

thang thtr 6, (p = 0,02; Mann-Whitney U test).

6.007 TT P
WP +4za
5.00- o
CAS
(digm) p = 0.02: Mann-Whitney test
4007 4 w— - [s]
3,00 - - o
p = 0.00; Friedman test
2.00- —_— 2
1.00-] ; !
p = 0.00: Friedman test

oo 3.00 6.00 12.00
Thei gian (thang)

Biéu do 3.1: Phéin bo diém viém lim sang cia nhom MP va MP + Aza trude

va sau diéu tri theo thoi gian.



63

Ghi chu: CAS: clinical activity score. Priedman test kiém dinh khdc biét CAS
tai cdc thoi diém trong 1 nhom. Mann-Withney test kiém diém dinh khdc biét
ciia 2 nhém tai cdc thoi diém twong irng.
3.2.1.2. Til¢ kiém sodt viém

Ti 18 kiém soat viém tire 1a ti 1é dat giai doan on dinh sau diéu trj.

Ti 16 kiém soat viem = 1 — ti 18 viém con lai (khong kiém soat dugc).
Bang 3.3 udc tinh xac suit viém tich tu con lai (viém khong kiém sodt duwoc)
trong mdi khoang thoi gian. Theo d6, xac suat viém tich tu con lai trong thang
thr 6 13 38% & nhom MP va 16% & nhom MP + Aza. Diéu nay c6 nghia: ti 18
kiém soat viém lan luot 1a 62% va 84%. Tinh twong tu, ti 1& kiém soat viém
ctia nhdém MP va MP + Aza lan luot 1a 45% va 56% tai thang thu 3 caa qui
trinh diéu tri.
Bang 3.3: Bang song sot (life table) wéc tinh xdc sudt viém tich tu con lai

(viém khong kiém sodt dwoc) trong méi khoang thoi gian.

) S6 ca S6 ca Tilé viem  Sai sb chuan
Thot diém
khong viém viém tich tu cuatilé
(thang)
tich tu con lai con lai tich tu
3 10 12 0,55 0,10
MP 6 13 8 0,38 0,10
12 18 3 0,14 0,07
14 11 0,44 0,10
MP +
6 21 4 0,16 0,07
Aza
12 24 0 0,04 0,03
Ghi chu:

MP: Methylprednisolone; Aza: Azathioprine
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Biéu dé 3.2: Biéu d6 Kaplan — Meier so sanh ti 1¢ viém khong kiém sodt duwoc
cua 2 nhom MP va MP+Aza theo thoi gian. Ghi chu: Aza: Azathioprine MP:
Methylprednisolone;, t+ o4 @ {t: 4 chu ky (500mg MP/ngay x 3 ngay lién
tiép), méi chu ky cach nhau I thing.

Biéu d6 Kaplan — Meier (biéu dd 3.2) so sanh ti 1¢ kiém soat viém ctia
nhom MP va MP + Aza trong toan bd thoi gian 12 thang. Theo do, Ti 1€ viém
khong kiém soat dugc cua nhom diéu tri bang MP cao hon ti 18 ciia nhém
diéu tri bing MP 1,73 lan, néu tinh chung trong 12 thang, (HR: Harzard Ratio
=1,73; KTC : khoang tin cay: 95%: 0,92 — 3,22). Sau khi diéu chinh cac yéu
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td nguy co, ti 1€ nay 1a 3,3 (HR = 3,3; KTC 95%: 1,29 — 8,51; p= 0,01; xem
bang 3.12, trang 82).
3.2.1.3. Thoi gian kiém sodt viém trung binh

Udc tinh Kaplan — Meier ciing cho biét thoi gian kiém soat viém (dat
6n dinh) trung binh cia nhém MP va nhém MP + Aza lan luot 12 6,1 + 0,8 va
4,1 £ 0,4 (thang), khac biét c6 y nghia thong ké (p = 0,04; Log-rank test).
Thoi gian kiém soat viém nhanh hodc cham, kéo dai dugc minh hoa qua hinh

¢ phu luc 1 (Hinh PL 1.5; PL 1.6).
3.2.2. So sanh hiéu qua trén do ning

3.2.2.1. Hiéu qua lén do rong khe mi

Su thay ddi cua do rong khe mi trude va sau 6, 12 thang diéu tri cia céc
bénh nhan trong nhém MP va MP + Aza dugc so sanh tong thé trong bang 3.4
va mo ta chi tiét qua biéu d6 3.3.

Bang 3.4: So sanh do rong khe mi 2 nhom trueéc va sau 6, 12 thang diéu tri

Nhom MP Nhom MP + Aza Pc
(Tr.b £ Dlc; mm) (Tr.b £ Plc; mm)
Trudc dicu trj 11,6+1,4 11,6 +1,2 0,77
6 thang 10,7+ 1,0 10,2 £0,8 0,056
12 thang 10,5+1,0 10,0 £0,8 0,06
P 0,00 0,00

Ghi chii: (c) t test, so sanh 2 nhom MP va MP+Aza. (c*:t bdt cdp test, so sanh
trude va sau diéu tri cia tung nhom. Tr.b = Plc: trung binh + do léch chuan.

Nhén xét: Ca 2 nhém: MP va MP + Aza déu ¢6 tdc dung giam do rong khe
mi, mot cach cé ¥ nghia théng ké so véi trude diéu tri (p <* = 0,00), nhung
khéng c6 sw khdc nhau giita nhém MP va nhém MP + Aza tai cic thoi diém

trén (p© = 0,056).
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Biéu do6 3.3: B réng khe mi trude va sau 6 thing diéu tri ciia timg
bénh nhédn. Méi ki hiéu hay ¥ la I bénh cua nhom MP hay MP + Aza.

Nhén xét: Nhitng bénh nhdan nam tir dwong At vé bén phdi cé dé réng
khe mi giam it nhdt 2mm so véi trude diéu tri (cdi thién lam sang). Theo do,
co 3 bénh nhan (11,5 %) o nhom MP va 8 bénh nhan (30,8%) o nhom MP +
Aza c6 d9 réng khe mi gidm it nhat 2 mm. Khdc biét khéng cé y nghia thong
ké (p = 0,09; x2 test, xem bang 3.6; 3.7).

Minh hoa cai thién d6 rong khe mi & phu luc 1 (Hinh PL 1.3; 1.5; 1.7).
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3.2.2.2. Hiéu qua lén 16i mt

Su thay ddi cta do 16i mét trude va sau 6, 12 thang diéu tri cta céc
bénh nhan trong nhom MP va nhom MP + Aza dugc mé td, so sanh téng thé

trong bang 3.5.

Bang 3.5: So sanh do 16i mat 2 nhém trude va sau 6 thang diéu tri

Nhom MP Nhom MP + Aza Pc
(Tr. B = Plc; mm) (Tr. B = Plc; mm)
Trudce diéu tri 19,9 +2.4 20+23 0,89
6 thang 18,2 +2,1 184+23 0,72
12 thang 17,5+2,2 17,4+23 0,92
P 0,00 0,00

Ghi chii: (c) t test, so sanh 2 nhém MP va MP+Aza. (c*:t bdt cdp test, so sanh

tng nhom trudc va sau diéu tri. Tr. B £ Dlc: trung binh £ do léch chudan.

Nhén xét: Ca MP va MP + Aza déu cé tdc dung giam do 16 mdt mét cach ¢é
¥ nghia tir khoang 20mm xuéng con 18mm so véi trude diéu tri (p = 0,00).
Tuy nhién, khéng cé sw khdc biét vé dg 16i mdt sau 6 thang diéu tri gita nhom

dung MP va nhom dung MP + Aza (18,2mm so voi 18,4mm; p = 0,72).

Su cai thién d6 161 mat 1am sang (giam it nhat 2mm) sau 6 thang diéu
tri dugc biéu thi chi tiét qua biéu dd 3.4. Theo 0, sau 6 thang, co 12 bénh
nhan (46,2%) & nhom MP + Aza va 8 bénh nhan (30,8 %) & nhom MP va co
d6 16i mat giam it nhat 2 mm, (nhitng bénh nhan nam tir duong thang At vé

bén phai, & ving cai thién). Tuy nhién, khac biét khong co ¥ nghia thong ké



68

(p =0,25; %2 test; xem bang 3.7; 3.8 ). Minh hoa cai thién 16i mét & phu lyc 1,
(hinh PL 1.5; 1.7).
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Biéu do 3.4: D6 16i mdt trude va sau diéu tri ciia nhém MP va MP+Aza. Moi

ki hiéu = hay™ la 1 bénh nhan cua nhom MP hay MP + Aza

Nhén xét: Nhitng bénh nhdan nam tir dwong At vé bén phdi cé dé 16i giam it
nhdt 2mm so véi triwde diéu tri (c6 cdi thién 16i mdt lam sang). Theo d6, nhom

MP co 8 ca (30,8%) va nhom MP+Aza co 12 ca (46,2%) o vung cai thién.
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3.2.2.3. Hiéu qua lén van nhan

Su thay ddi cua dd van nhén trudc va sau 6, 12 thang diéu tri cta cac
bénh nhén trong nhém MP va MP + Aza dugc mé ta, so sanh tong thé trong
bang 3.6.

Bang 3.6: So sanh d¢ van nhan 2 nhom trucc va sau 6 thang diéu tri

Nhom MP Nhém MP + Aza P
(Tr. B = Plc; o) (Tr. B = Plc; dj)
Trudc dicu trj 249 £ 41 244 £ 31 0,58
6 thang 276 £28 296 + 21 0,02
12 thang 283 +33 305 +39 0,04
pe 0,00 0,00

Ghi chii: (c) t test, so sanh 2 nhém MP va MP+Aza. (c*:t bdt cdp test,
so sanh tung nhom trudc va sau diéu tri. Tr. B + Plc: trung binh £ do léch
chudn.

Nhdn xét: sau 6 thang diéu tri, nhém MP cdi thién vin nhan tir 249 do
lén 276 do. Nhom MP + Aza cai thién tuw 244 lén 296 do. Khac biét so voi
truGe diéu tri cia ca hai nhom déu c6 ¥ nghia thong ké (p<* = 0,00). Hiéu qua
cdi thién van nhan sau 6 thang diéu tri ¢ nhém MP + Aza (296 do) 16t hon
nhém MP (276 dg). Khéc biét ¢é y nghia théng ké: p = 0,02).

Su cai thién vAn nhin 1am sang (céi thién > 15°) cia nhém MP va MP +
Aza sau 6 thang duoc biéu dién chi tiét qua biéu dd 3.5. Nhirng bénh nhan
nim tr dudng thing At vé bén trai (ving cai thién) ctia dd thi c6 muic cai
thién trén 15 do (cai thién lam sang han ché van nhan). Theo dé, c6 17 bénh
nhan (65,4%) & nhdom MP + Aza va 8 bénh nhan (30,8%) & nhom MP cai
thién van nhin. Khac biét co y nghia théng ké (p = 0,01, xem bang 3.7; 3.8).

Minh hoa cai thién van nhan & phu luc 1 (hinh PL 1.4).
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Biéu do 3.5: BJ vin nhén trwde va sau diéu tri cia tung bénh nhan.
MGi ki hiéu ~ hay¥ la 1 bénh nhén ciia nhém MP hay MP + Aza
Nhén xét: Nhitng bénh nhdn nam tir dwong At vé bén trdi (ving cdi
thién) cé do vdn nhan tang > 15 so vdi trudc diéu tri (co cai thién van nhan
ldm sang). Nhom MP c6 8 ca (30,8%), nhom MP+Aza co 17 ca (65,4%) cai

thién van nhan.
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3.2.2.4. Hiéu qua lén song thi

Chi tiét vé bién di cac loai hinh song thi trudc va sau 6 thang diéu tri

dugc thé hién qua biéu do 3.6. Theo do, ti 1& cai thién song thi cia nhom MP
la 26,9% (7/26) va nhdm MP +Aza la 61,5% (16/26). Khac biét c6 v nghia
thdng ké (p = 0,01; 2 test, xem bang 3.7; 3.8).

3—

lién tuc

2=

Song thi sau 6 thang

tieng loc  theo hudng

khéng

MP
¥ MP +4za

Vang khdng cai thién

T |
3

2
khdng tlrng lac theo huwdérng én tuc
Song thi treeéee didu tri

Biéu d6 3.6: Thay déi song thi truéc va sau 6 thang diéu tri cia timg

bénh nhédn. Méi ki hiéu hay ¥ la I bénh cua nhom MP hay MP + Aza

Nhén xét: O nhém MP, trude diéu tri ¢ 16 ca song thi (ting hic:7;

theo huwong: 6; lién tuc: 3, khong song thi: 8). Sau 6 thang, co 7 ca cdi thién it

nhdt 1 mirc dg (trong ving cdi thién). O nhém MP + Aza, trude diéu tri c¢6 17

ca song thi (tung luc: 5, theo huong: 10, lién tuc: 2; khong song thi: 8). Sau 6

thang, c6 16 ca cdi thién it nhdt 1 mire d6 (nam trong viing cdi thién).
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3.2.2.5. Hiéu qua lén thi lyc

Hiéu qua 1én thi lyc cia 2 nhém chi danh gia trén nhiing bénh nhan
giap tién trién chén ép than kinh thi (DON). Bién dbi thi luc trude diéu tri, sau
2 tuan 6, 12 thang diéu tri duoc mo ta chi tiét trong biéu d6 3.7; 3.8 va 3.9.
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Biéu do 3.7: Thi luc trude va sau diéu tri 2 tuan cia 22 mdt DON (nhom MP:
6 ca, 11 mdt; nhém MP+Aza 7 ca 11 md't).
Nhén xét: Nhitng bénh nhdn nam tir dwong At vé bén trdi (vimg cdi thién) la
co thay doi > 2 hang thi lyc so voi truoc diéu tri. Sau 2 tuan, nhém MP ¢é

7/11 mdt (63,6%), nhém MP+Aza cé 9/11 mat (81,8%) cdi thién thi lyc.
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Biéu do 3.8 : Thi luc trude va sau 6 thang diéu tri ciia nhém DON.
Ghi chii: Nhitng bénh nhdn nam tir dwong At vé bén trdi (ving cdi
thién) la co thay doi>2 hang thi luc so voi trudc diéu tri
Nhén xét: Sau 6 thang, nhém MP ¢6 3 ca (6 mdt) mat theo déi. Trong 5
mdt (3 ca) con lai, co 3 mdt (60%) cai thién thi lwc. Nhom MP+Aza co
10/11 mat (90,9%) cdi thién thi lyc trén 2 hang.
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Thi e trwrére diéu tri
Biéu do 3.9 : Thi luc trude va sau 12 thang diéu tri cia nhém DON.
Nhén xét: Sau 12 thing, giéng nhw thoi diém 6 thang, nhém MP c6 3
ca (6 mat) mat theo déi. Trong 5 mat (3 ca) con lai, ¢6 3 mat (60%) cdi thién
thi lwc. Nhém MP+Aza ¢ 10/11 mdt (90,9%) cai thién thj lyc trén 2 hang.
Minh hoa cai thién thi lyc & hinh phu luc 1 (Hinh PL 1.5; 1.6; 1.7; 1.8).

3.2.2.6. So sanh ti I¢ cdi thién do nang
Hiéu qua trén do ndng, xét v€ ti€u chi cai thién lam sang, d6i vdi ting
bién s6 nhu: d§ rdng khe mi, 161 mat, van nhan, song thi, thi lyc, dugc so

sanh, phan tich theo 2 kiéu ITT (bang 3.7) va PP (bang 3.8).
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Bang 3.7: Ti l¢ cai thién do nang cua 2 nhom theo phdan tich ITT

Nhom MP Nhém MP + Aza p
N =26 N =26
D0 rdng khe mi: n (%)
- 6 thang 3 (11,5) 8 (30,8) 0,09
- 12 thang 5(19,2) 12 (46,1) 0,08
L6i mét: n (%)
- 6 thang 8 (30,8) 12 (46,2) 0,25
- 12 thang 7 (26.,9) 12 (46,2) 0,1
Van nhan: n (%)
- 6 thang 8 (30,8) 17 (65.4) 0,01
- 12 thang 8 (30,8) 18 (69,2) 0,00
Cai thién song thi: n (%)
- 6 thang 7 (26.,9) 16 (61,5) 0,01
- 12 thang 8 (30,7) 17 (65.,3) 0,01
Thi luc*: n (%)
- 2 tudn 7(63,6) 9 (81,8) 0,10
- 6 thang 3(27,2) 10 (90,9) -
Cai thién TES: n (%) 0,01
- 12 thang 12 (46,2) 22 (84,6)

Ghi chii: (9: y2 test. *Chi nhém DON (MP: 11 mat & MP+Aza: 11 mat.).
Nhém MP sau 2 tuan cé 7/11 mdt (63,6%) cai thién thi lyc; sau 6 thdng, mat
theo déi 6 mdt (3 ca), chi con 5 mdt, trong @6 3 mdt (3/11 = 27,2%) cdi thién.
Nhém MP+Aza: sau 2 tuan cé 9/11 mdt (81,8%) cai thién, sau 6 thang, co
10/11(90,9%) mdt cdi thién.

Nhan xét: Sau 6, 12 thang, MP+Aza ¢6 hi¢u qua hon MP vé cai thién

van nhan (p= 0,01), song thi (p =0,01). Hi¢u qua 1én thi lyc khong so sanh do
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nhoém MP mét theo ddi 6 mat chi con 5 mét. Hiéu qua 1én d6 rong khe mi, 16
mat cta 2 nhom 1a khong khac biét (p > 0,05).
Bang 3.8: Ti l¢ cai thién do nang cua 2 nhom theo phdan tich PP

Nhom MP Nhém MP + Aza p*
N=21 N =25
D0 rdng khe mi: n (%)
- 6 thang 3 (14,3) 8 (32,0) 0,16
- 12 thang 5(23,8) 12 (48,0) 0,08
L6i mét: n (%)
- 6 thang 8 (38,1) 12 (48,0) 0,5
- 12 thang 7 (33,3) 12 (48,0) 0,3
Van nhan: n (%)
- 6 thang 8 (38,1) 17 (68,0) 0,01
- 12 thang 8 (38,1) 18 (72,0) 0,00
Cai thién song thi: n (%)
- 6 thang 7 (26.,9) 16 (61,5) 0,01
- 12 thang 8 (38,1) 17 (68,0) 0,01
Thi luc*: n (%)
- 2 tudn 7 (63,6) 9 (81,8) 0,10
- 6 thang 3 (60,0) 10 (90,9) 0,04
Cai thién TES: n (%)
- 12 thang 12 (46,2) 22 (84,6) 0,01

Ghi chii: (9: 32 test; *Chi nhém DON (MP: 11 mat & MP+Aza: 11 mat.).
Nhom MP sau sau 6 thang, chi con 5 mdt, trong do 3 mat (3/5 = 60%) cai
thién. Nhom MP+Aza: co 10/11(90,9%) mdt cdi thién thi luc. Khéc biét ¢6 y
nghia thong ké.
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Nhan xét: Sau 6, 12 thang, MP+Aza ¢6 hi¢u qua hon MP vé cai thién
han ché van nhéan (p=0,01), cai thién song thi (p = 0,01), cai thién thi luc (p =
0,04) cai thién téng diém mat (p = 0,02). Hi€u qua Ién dd rong khe mi, 161 mét
cua MP+Aza va MP la khong khéc biét (P > 0,05).

Hiéu qua tong thé trén d6 nang (TES) duogc biéu thi qua biéu d6 3.10.
Theo do, ti I¢ giam trén 5 diém TES cta nhom MP + Aza va nhém MP lan

luogt 14 88% va 57%. Khac biét c6 y nghia théng ké, (p =0,02; bang 3.7, 3.8).
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Tong diém mat (TES) trwwdre diéu tri
Biéu do6 3.10: Tong diém mdt trude va sau 12 thang diéu tri. Nhitng bénh
nhdn nam tir dwong At vé bén phdi la c6 cdi thién dé ndng lim sang (>
5diém) so voi trwde diéu tri. Sau 12 thing, nhém MP con 12/21 ca (57%)
gidm hon 5 diém. Nhém MP+Aza c6 22/25 ca (88%) giam hon 5 diém.
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Nhirng truwdomg hgp ngoai 1€

Trong qua trinh diéu tri, ¢6 3 ca (nhém MP + Aza: 2; nhém MP: 1) thi
luc khong cai thién, dugc chuyén ph?lu thudt, nhung vi bénh nhan tur chbi
phau thuét nén tiép tuc dugc diéu tri ndi khoa. Chi tiét 3 bénh nay duoc mo ta
qua bang 3.10 va cac hinh phu luc 1.8; 1.9; 1.10.

Ca 1: (Hinh PL 1.8). Bénh nhan nit, 55 tudi, bénh nhén giap tién trién
nang dang diéu tri MP + Aza dén thang thtr 2 thi c6 biéu hién giam thi lyc va
dugc chan doan DON véi biéu hién 1am sang nhu bang 3.9. Bénh duoc diéu
trj voi phac 6 MP 500mg x3 + prednisolone + Azathioprine, thi lyc ¢ cai
thién, nhung sau d6 viém ndng I€n, thi lyc gidm lai nhanh chong khi lidu
Glucocorticoid giam. Bénh nhan da dugc hoi chin ph?lu thuat, nhung ph?lu
thuat da khong duoc thuc hién. Do vay, diéu tri ndi khoa dugc tiép tuc. Cudi
thang thur 3, sau khi Kkét thuc liéu trinh 6,6g MP bénh nhan van & giai doan
tién trién nang, thi lyc chua cai thién (2/10). Bénh duoc truyén thém 1 chu ky
MP 500mg tinh mach, sau d6 udng giam dan trong 3 thang. Sau 6 thang diéu
trivdi tong lidu 8,7g MP, hét viém (khong tién trién), thi lyc cai thién MP
5/10; MT 7/10. Hét tron mi, Gai thi teo nhe.

Ca 2: (hinh PL 1.9) Bénh nhan nit, 55 tudi, sau nhiéu 1an kham vi do va
md mat (8 thang) cudi cing da duoc chan doan DON véi 1am sang nhu trong
bang 3.9. Sau 1 thang diéu tri v6i MP + Aza, thi luc khong cai thién, bénh
nhan duogc hoi chan ph?lu thuat nhung ph?lu thuat da khong duoc thuc hién.
Bénh tiép tuc dugc diéu tri ndi khoa vi con & giai doan tién trién (CAS = 3).
Sau 6 thang hét viém (CAS = 1), thi luc cai thién it tr DNT 2m dén 3/10.

Ca 3: (hinh PL 1.10) Bénh nhén nit, 45 tudi, dau nhirc va md mat, sau
nhiéu 1an kham (8 thang) bénh duoc chan doan DON véi biéu hién 1am sang
nhu bang 3.9, va dugc diéu tri voi MP don thuan. Tuy nhién, thi luc khong

cai thién sau 6 thang, mac du da hét viém, tro vé trang thai khong tién trién.
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Ngoai ra, 2 ca ton thuong gidc mac mirc d6 5a, 50 NOSPECS (hinh phu
luc 3.8) tién trién tét, gidc mac lién hoan toan sau 6 thang diéu tri. Cac ton
thuong khac di kém véi viém gidc mac cua 2 bénh nay da phan tich chung

vao d0 nang va do tién trién (minh hoa hinh phu luc 1; Hinh PL 1.11; 1.12).

Bang 3.9: Mo ta dac diem truoc va sau diéu tri cua 3 ca ngoqi l¢.

Pic diém Ca1* Ca 2%* Ca 3 ***
Thoi gian tr lac mo mat 2 7
dén luc diéu tri (thang)
fT4 7,5 2,5 3,2
TSH 0,1 0,00 0,00
TR-Ab (IU/L) > 40 35 > 40
Nhan &p (mmHg) 11,2 11,2 2M: 17,3
RAPD Khong Co Co

MP: phu MP: teo MP: teo
Gai thi

MT: phu MT: teo MT: phu
CT/MRI hbc mit Nugent 3 Nugent 3 Nugent 3

MP: 6; 1 MP: 3;2 MP: 3; 2
CAS (trudc; sau 9 thang)

MT: 5; 1 MT: 2; 2 MT: 3;2

o 21 16 MP: 17

L61 mat (mm)

20 16 MT: 18

DNT 3m DNT 2m MP: DNT 3m
Thi luc trude di€u tri

DNT 1/10 DNT 1Im MT: 1/10

5/10 1/10 MP: DNT 2m
Thi lyc sau 9 thang

7/10 3/10 MT: 1/10

Ghi chu: *Hinh phy luc 1: PL 1.8; ** PL 1.9; ***PL 1.10
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3.2.3. So sanh tac dung phu cuia MP va MP+Aza

Tac dung phy (TDP) cua 2 phuong thire diéu tri dugc mé ta va so sanh
trong cac bang 3.10; 3.11; 3.12

Bang 3.10 cho thdy, s6 ngudi bi tac dung phu trong nhém MP + Aza 1a
14 (53,8%), cao hon sd nguoi bi bién c¢b trong nhom MP 1a 8(30,7 %), tuy
nhién, khac biét khong cé y nghia théng ké (p = 0,09). Tong sb luot TDP ctia
nhom MP+Aza (30) cling cao hon nhom MP (17). Tuy nhién, cd 2 nhém,
khong ¢6 trudong hop nao c6 TDP ning tré 1én (> do 3). Mi nhom déu co 1
truong hop phai ngung diéu tri vi bién ching viém loét da day ta trang muc
d6 2, bénh nhén tir chéi diéu tri tiép.

Bang3.10: So sanh cdc chi s6 TDP chung cia 2 phirong thirc diéu tri

Nhom Nhom

Bién chirng mMP MP+Aza p
n=26 n=26

S6 ngudi bi TDP: n (%) 8(30,7) 14 (53,8) 0,09%

Tong s6 lugt TDP: n 17 30

Ngung diéu trj vi TDP: n (%) 1(4,00* 1 (4,0)*

TDP >do 3 0 (0) 0 (0)

Ghi chu:

a: y2 test; *Ngung diéu tri do viém loét da day td trang mirc do 2.

Bang 3.11 m6 ta cac TDP vé méu va sinh hoa mau. Theo d6, trong sudt
qua trinh 6 thang diéu tri va theo ddi, nhém MP chi c¢6 1 trudng hop ting
duong huyét do 1 (150mg%).

Nhém MP+Aza ¢ 2 truong hop giam bach cau d6 1 (3.500/mm? va
3.800/mm?); 3 truong hop ting ALT/AST (1 truong hop ting do 2) va 1
truong hop ting creatinine do 1. Tat ca nhiing trudng hop nay déu trd vé binh

thudng sau 1 thang giam lidu Azathioprine con 50mg/ ngay.
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Bang 3.11: Téac dung phu trén cong thirc mdu va chi sé sinh hod mdu

Nhom Nhom Ghi chu *

TDP trén xét nghiém

MP MP + Aza (gia tri

mau va sinh hoa .

n=26 n=26 bat thuong)
3.500/mm?
. bo1l 0(0) 2 (7,69)

Giam Bach cau: n (%) 3.800/mm?

bo2 0(0) 0 (0) -
- bol 0(0) 0 (0) -

Giam tiéu cau: n (%)
bo2 0(0) 0 (0) -
bo1l 0(0) 0 (0) -

Giam Hemoglobin: n (%)
bo2 0(0) 0 (0) -

60 U/L
bo1l 0(0) 2 (7,69)

Tang ALT: n (%) 80 U/L

bo2 0(0) 1 (3,84) 130 U/L
43 U/L
bo1l 0(0) 2 (7,69)

Tang AST: n (%) 72 U/L
bo2 0(0) 1(3,84) 130 U/L
bo1l 0(0) 1 (3,84) 134mM/L

Tang Creatinine: n (%)
bo2 0(0) 0 (0) -

, bol 1(3,84) 0(0) 150mg%

Tang duong huyét: n (%)
bo2 0(0) 0 (0) -

Ghi chu:
* Gid tri bat thuwong cu thé cua timg trieong hop dwoe mé ta ¢ cot

nhom MP, MP+Aza
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Bang 3.12 so sanh cac TDP thuong gap khac. Theo do, cic TDP nhu
loét da day ta trang, dac diém Cushing, mét ngu, danh tréng nguc, tang nhan
ap giap O ca 2 nhém véi ti 18 tir 4 — 19%, nhiéu nhat 1a viém loét da day ta
trang (19%). Cac bién c¢d khic nhu rung toc, budn nén 1a TDP cua
Azathioprine nén khong c6 & nhom MP don thuan. Ngoai trir 6 trudng hop
viém loét da day t4 trang mirc d trung binh (cd 2 nhom), Cac TDP con lai
hau hét & mic d6 nhe.

Bang 3.12:So sanh cac tac dung phu thwong gap khdc

Nhém Nhém
Cac TDP khac MP MP + Aza p
n=26 n=26
, Do 1 0 (0) 0 (0) 0,00
Téng huyét ap
Do 2 0 (0) 0 (0)
Do 1 1 (3,8) 1 (3.8)
Da day ta trang
Do 2 2(7,7) 4 (15,4)
Pic diém Cushing Do 2 3(11,5) 2(7,7)
Mat ngt Po 1 3(11,5) 2(7,7)
Dénh trong nguc Po 1 3(11,5) 2(7,7)
Rung téc bo 1 0 (0) 3(11,5)
‘ Do 1 0 (0) 1(3,8)
Budn nén
Do 2 0 (0) 0 (0)
Do 1 0 (0) 0 (0)
Non
Do 2 0 (0) 0 (0)

Tang nhan ap 4 (154) 5(19,2)
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3.3. Phan tich cic yéu t6 anh hwéng dén hiéu qua kiém soat viém
Céac yéu t6 anh huong dén két qua kiém soat tién trién trong 12 thang
(ngoai anh hudng cia phac dd diéu tri) s& duoc udc tinh bang mo hinh hdi qui

Cox (Cox’s proportional hazards model) va dugc mo ta trong bang 3.13.

Badng 3.13: M6 hinh COX wéc tinh mitc @3 anh hwéng ciia cdc yéu té nguy co

den két qua kiém soat viém

HR KTC 95% p
Tudi (ndm) 0,95 0,91 —1 0,05
Gioi (nam/nir) 2,3 0,68 — 7,84 0,18
Hut thude 14 (c6/khong) 1,98 0,61 —6,39 0,25
Tho1t gian phat hién

ton thuong mat (thang) 1ol 098 =105 0.49
TR-Ab (IU/L) 1,00 0,97 — 1,04 0,86
CAS (diém) 0,45 0,26 — 0,77 0,00
D6 16i mét (mm) 1,16 0,91 — 1,47 0,23
Song thi (c6 / khong) 0,66 0,42 —1,05 0,08
Nhom (MP/MP+Aza) 3,31 1,29 - 8,51 0,01

Ghi chu:

HR hazard ratio: ti s6 rii ro hay ti sé nguy co ding trong mé hinh héi qui
COX.

KTC: khoang tin cdy. Chit in ddm: c¢é y nghia thong ké.

Theo d6, nhém diéu tri bﬁng MP c6 ti 1€ viém khong kiém soat dugc tinh
chung 12 thang cao hon nhom diéu tri bang MP + Aza la 3,3 1an. Khac biét c¢6
¥ nghia théng ké, (p = 0,01).
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Ngoai ra, mac du tat ca bénh nhan trudc diéu tri déu & giai doan viém
(CAS > 3), nhung mirc 6 viém cao hay thip trudc diéu trj ciing anh hudng
dén két qua diéu tri. Bénh nhan c6 CAS cao hon 1 diém (truéc diéu tri) thi ti

1€ viém khong ki€ém soat sau di€u tri s€ giam 2,2 lan.

Céc yéu t6 khac nhu: hut thude 14, thoi gian phét hién ton thuong mat, TR-
Ab, d6 16i mat, tinh trang song thi ning trudc diéu tri, trong mo hinh nay,

khong anh hudng c6 y nghia thong ké.
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Chwong 4: BAN LUAN

Trong nghién ctru ndy, tudi trung binh ctia nhom MP 14 47,5, cao hon
2,5 tudi so v6i nhom MP + Aza, tuy nhién, khac biét khong c6 y nghia thong
ké (p = 0,51; t test). Nhom MP c6 10 nit (52,6%), tuong duong voi $O luong
nir trong nhom MP + Aza 1a 9 (50%), (p = 0,87, test ¥2 ). Hai nhom ciling co
phan bd turong ddng vé cac yéu té nguy co nhu: ti 18 ngudi bénh hat thude 14
(31,6% so v&i 22,2%; p = 0,52), TSH, FT4 trudc va sau diéu tri (bang 3.2),
nong d6 khang thé khang thu thé TSH (TR-ADb) trong huyét thanh (7,85 IU/
so voi 6,24 TU/I; p = 0,94, test Mann-Whitney U). Ngoai ra, gitta 2 nhom
cling ¢ sy twong dong vé do tién trién 1am sang (cung 4 diém; p = 0,67), vé
d6 rong khe mi (11mm so v6i 12mm; p = 0,47), d6 16i méit (19mm so véi
20,5mm; p = 0,63), vé murc d6 han ché van nhan (256° so v6i 240% p = 0,22),
vé song thi (p = 0,72, test ¥2), vé phan bd DON (20,8% so v&i 32%; p = 0,42)
va thi lyc.

Nhu 14 két qua ctia qua trinh phan nhém ngiu nhién, su tuong dong ciia
hai nhém vé nhitng dic diém dich t&, 1am sang cling nhu cic yéu t6 nguy co
da duoc thé hién (bang 3.1; 3.2). Do vay, trong nghién ctru nay, khac bi¢t vé
két qua diéu tri s& qui cho sy khéc biét vé liéu phap, ma cu thé 1a do tac dong

thém vao cua Azathioprine.

4.1. Tinh hiéu qua caia MP va MP + Aza.

Liéu phap trc ché mién dich, véi muc dich kiém soat phan tng viém tu
mién dién ra trong hoc mat, qua d6 s& lam giam d6 ning cua bénh: giam phi
dai co, gidm phi dai mo hbc mét, bao ton thi luc, cai thién song thi, gidm co

tron mi va 16i mét [23], [29].
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Methylprednisolone tinh mach xung v&i hiéu qua va tinh dung nap ot
hon Prednisolone uéng hién tai 1 lya chon dau tay trong diéu tri bénh nhan
giap tién trién [19], [29]. Tuy nhién, v6i liéu phap nay, van c6 mot ti 1é tién
trién khong kiém soat dugc tir 35 — 55% sau khi két thuc 3 thang diéu tri. Day
la thach thtrc chinh trong diéu tri bénh nhin giap hi¢n tai [18], [20]. Trong
truong hop ndy, nhiéu tic gia st dung liéu phap két hop (combined therapy)
Glucocorticoid véi cac thude didu hoa mién dich, hodc véi xa tri, hodc két
hop ca 3 [34], [35], [71] [93], [98], [106], [108].

Trong nghién ctru nay, ching t6i gia dinh su két hop Azathioprine vao
mot li€u trinh Methylprednisolone tinh mach xung s& lam tang hi¢u qua
chéng viém, kéo dai thoi gian diéu tri phi hop voi thoi gian tién trién 1au dai
cua bénh, va do do, sé dat dugc nhiing két qua lau dai tdt hon vé thi luc, cai
thién song thi, cai thién van nhan, giam co trogn mi, giam 16i mét. Dt liéu tir

nghién ciru ctia chung t6i cho thdy phu hop véi gia dinh nay.

4.1.2. Hi¢u qua lén d¢ viem lam sang

Trong nghién ctru ndy, ti 18 kiém soat viém (dat on dinh) sau 6 thang cta
nhom MP va nhom MP + Aza lan luot 13 63% va 84%. Diéu nay c6 nghia la
van con 37% & nhém MP va 16% & nhém MP + Aza & trang thai viém, can
dugc diéu tri. Nhin chung trong 12 thang, ti 1& con viém ciia nhém MP cao
hon nhém MP + Aza 3.3 lan sau khi dd diéu chinh cac yéu t6 nguy co. Chung
toi ciing tim duoc thoi gian dat 6n dinh trung binh khi diéu tri bénh nhan giap
tién trién bang MP don thuan 13 6,1 thang, dai hon c6 ¥ nghia so vé6i thoi gian
4,1 thang khi diéu tri bang MP + Aza (p = 0,04), (biéu dd 3.2).

Nam 2008, R J van Geest [123] véi phac d6 giéng nhu phac do cua
nghién ctru ndy & nhanh MP don thuin, da bao c4o ti 1& 6n dinh sau 6 thang 1a

67%, twong dong véi ti 18 63% ma ching toi tim thay trong nhanh MP, thap
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hon so voi ti 1€ 80% ma Roy va cOng su bdo cdo méi ddy (nam 2015) voi
phac d6 tuong ty (500mg MP x 3 ngay mdi thang trong 4 thang) [113]. Su
khac biét nay c6 thé do mau cua Roy c6 ti 16 hat thudc 14 thap hon.

Ciing voi liéu phap MP don thudn nhung véi cach dung mdi tudn 1
xung, nim 2012, trong mot thir nghiém 1am sang da trung tAm 16n nham xac
dinh liéu t&i vu (250mg, 540mg, va 830mg MP) diéu tri bénh nhan giap tién
trién, Bartalena va cong su da bao céo ti 1€ bénh nhan khong tién trién sau
diéu tri v6i 3 lidu luong tir thap dén cao 1an luot 13 45%, 65%, va 60% [20].
Ti 1& nay tuong d6i nhat quan véi ti 16 63% cua chiing t6i va véi ti 18 70%
trong bao cdo md&i ndm 2014 ctia Vannucchi va cong su [124].

Nhu viy, ti 16 bénh nhan 6n dinh sau 1 liéu trinh diéu tri d6i voi
Methylprednisolone tinh mach don liéu phép, thay doi tir 45% - 80%, tuy theo
liu lwong timg xung, khoang cach giita cac xung, tong licu, tong thoi gian
diéu tri va ciing tuy theo dic diém cua mau nghién ciru (ddc tinh riéng biét
cua tung cé thé, thoi gian mic bénh...). Phac d6 diéu trj toi wu, dén nay, van
chua duoc xac dinh [14]. Va, ti 1¢ khong tién trién ¢ nhanh diéu tri MP don
thuan ctia nghién ctru nay 13 nhat quan vai nhiéu két qua nghién ctru vira ké
trén (bang 4.1), tuy nhién, van thap hon so véi ti 1¢ khong tién trién ¢ nhanh
diéu tri bang MP + Aza két hop (bang 4.2).

O nhanh diéu tri MP + Aza két hop, ti I¢ con viém (con & giai doan tién
trién) sau 6 thang 1a 16%. Hay noi cach khac, ti 1& 6n dinh sau 6 thang diéu tri
cua nhanh dung MP + Aza trong nghién ctru nady 1a 84%, cao hon ti 1¢ 63% &
nhanh dung MP don thuan, va cling cao hon ti 1¢ (thay doi tir 45 — 80%) cia

céc nghién ctru khac véi liéu phap MP don thuan.
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Bang 4.1: So sanh hiéu qua cua cac loai Methylprednisolone don liéu phap

trén do tien trién lam sang cua bénh nhan giap.

Tac gia Nim Liéu lwong, cich ding % 6n dinh
cong bd sau 6 thang
Van Geest & Cs 2008 4 x 500 ivMP? 67%
[123]
Roy & Cs [111] 2015 4 x 500 ivMP? 80%
Tembe & Cs[119] 2010 1 x 1000 ivMP?+ Pred 75%
2012 12 x 250 ivMP! 45%
Bartalena & Cs
12 x 540 ivMP! 65%
[20]
12 x 830 ivMP! 60%
2014 16 x 500 ivMP! 70%
Vannucchi & Cs
16 x 830 ivMP! 70%
Nguyén Ngoc Anh 2015 4 x 500 ivMP? 63%
& Cs (nhanh MP)
Ghi chu:

4 x 500 ivMP? : Methylprednisolone 500mg tinh mach * 3 ngay/thdang x 4
thang; 1000 ivMP': Methylprednisolone 1000mg tinh mach x 3 ngay, 12 x
830 ivMP!: Methylprednisolone 830mg tinh mach/tuan * 6, roi 415mg
Methylprednisolone tinh mach/tuan x 6 tiép theo.

Twong tw cho 12 x 250 ivMP! va 12 x 250 ivMP!; 16 x 500 ivMP !:
Methylprednisolone 500mg/ tudn * 16.

So sanh két qua & nhanh MP + Aza trong nghién ctru nay vdi cac két
qua diéu tri bang liéu phap két hop cia cac tac gia khac 1a rat kho khan, vi
khoéng c6 nhiéu nghién ctru. Liéu phap két hop cac phuong tién e ché mién

dich thuong chi dugc dung nhu 1a budc thtr 2 (second — line), trong nhiing
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truong hop bénh nhan giap tién trién ning, kéo dai, hodc dé khang véi
Glucocorticoid. Hon nita, do c6 nhiéu cong cu uc ché mién dich
(Glucocorticoid, cac loai thube diéu hoa mién dich, xa tr1) nén cling co nhiéu
kiéu phdi hop khac nhau. Ching t6i s& chon nhitng phuong thirc diéu tri két
hop gan gidng nhit v6i phuong thirc phdi hop ctia minh dé so sanh (bang
4.2).

Badng 4.2: So sdnh hiéu qud ciia cdc liéu phdp két hop trén dé viém lam sang

cua bénh nhan giap.

Tac gia Nim Liéu lwong, cich diung % on dinh

sau 6 thang

Chalvaszit & Cs [34] 2014 1x 500 ivMP! + Aza + Pred 73%

+ xa tri
Strianese & Cs [117] 2014 6 x 500 ivMP? + 80%
Pred + Mtx
Claridge & Cs [35] 1997 Pred + Aza + xa tri 100%*
Kahaly & Cs [71] 1986 Pred + Cyc 95%
Nguyén Ngoc Anh & 2015 4 x 500 ivMP? + Aza 84%
Cs (nhanh MP + Aza)
Ghi chu:

ivMP:Methylprednisolone tinh mach, Pred: prednisolone; Aza: Azathioprine;
Cyc: Cyclosporine; Mtx: methotrexate, * ti ¢ sau 14 thang.

500 ivMP?* : ivMP 500mg x 3 ngay/thang x 4 thang,

500 ivMP!: ivMP 500mg/ ngay duy nhat;

6 x 500 ivMP2: ivMP 500mg x 2/tudn x 6 tuan.



90

Nam 1986, Kahaly va cong sy da bao céo 1 ti 1¢ on dinh dat duoc sau 6
thang diéu tri két hop prednisolone udng va Cyclosporine 14 95% [71]. Nam
1997, Claridge bao cao ti 1& 6n dinh 100% sau 14 thang diéu tri két hop
prednisolone udng + Azathioprine + xa tri [35]. Ciing v6i phac do két hop 3
yéu t6 prednisolone + Azathioprine + xa tri, cung véi 1 liéu 500mg
Methylprednisolone tinh mach lac bat dau, ndm 2014, Chalvaszit va cong su
[34] &3 bao cdo ti 16 6n dinh 73% tai thoi diém 6 thang (bang 4.3).

Két qua khac nhau giita cac bao céo trén c6 thé do sy khac nhau vé
diéu tri. Mic du cung 1a liéu phap két hop Glucorticoid voi Azathioprine,
nhung trong nghién ctru cua chung t61 duing Methylprednisolone tinh mach
xung nhiéu dot, con cic tac gia trén dung dudng udng va c6 kém xa tri. Ngoai
ra, ti 16 100% cuia Claridge 1a tinh & thoi diém 14 thang, thoi diém cudi cta
giai doan tién trién, bénh co thé thoai trién ty nhién. Du sao, cac nghién ctru
trén cling cho théy 1 i 1& 6n dinh dat duoc sau diéu trj cua liéu phap két hop
tir 73 — 100%, cao hon liéu phap MP don thuan (45% - 77%), nhit quan véi
két qua nghién ctru ctia ching t6i rang: liéu phap két hop c6 hiéu qua tét hon
so vO1 Methylprednisolone don li¢u phap trong viéc cdi thi¢n d0 viém lam

sang cua bénh nhan giap.

4.1.3. Hi¢u qua lén d¢ ning
Nhu trén da phén tich, trong nghién ctru nay, su két hop Azathioprine
vao mot li¢u trinh Methylprednisolone tinh mach xung v&i gid dinh s€ lam
tang va kéo dai hiéu qua chéng viém, qua d6 s& giam phi dai co, giam phi dai
m& héc mét, va do vay, s€ giam co tron mi, gidm 16i mat, cai thién van nhin
va song thi. Dit liéu tir nghién ctru nay mot 1an nita, cho thiy phu hop véi gia

dinh trén.
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Sau diéu tri, mic du gitta nhom MP + Aza va nhém MP khong c6 su
khac biét vé cai thién d6 rong khe mi, vé giam do 10i mét. Tuy nhién, nhém
dung MP + Aza t6t hon nhom dung MP vé muc do cai thién van nhin, cling
nhu mic do cai thién song thi. Khac biét nay c6 y nghia théng ké tai thoi
diém 6 thang. Sy nhit quan trong két qua phén tich theo phan bb ban dau
(ITT: intention-to-treat, bang 3.7) va phan tich theo qui trinh (PP: per-
protocol, bang 3.8) cang cung cb két luan cta nghién ciru. Chung t6i s& dién
giai ¥ nghia ciia két qua ndy qua so sanh véi cac nghién ctru khac diéu tri MP
don thuan va MP két hop (bang 4.3).

e Hiéu qua lén van nhan

Trong nghién ciru nay, MP va MP + Aza déu c6 hiéu qua cai thién han ché
van nhin so v6i trude diéu tri. Tuy nhién, nhém ding MP + Aza c6 két qua
t6t hon. Sau 6 thang diéu tri, ti 1& cai thién han ché van nhéan (giam trén 15°%) ¢
nhém MP va nhom MP + Aza lan luot 1a 30,8% va 65,4%; sau 12 thang cac ti
1& nay 1an luot 13 30,8 va 69,2%. Khac biét co ¥ nghia thong ké (p = 0,01;
biéu d 3.5; bang 3.6).

Ti 1& cai thién van nhan & nhanh MP trong nghién ctru nay nhat quan vdi ti
1€ tir 21 - 46% trong nghién ctru mdi day cua Bartalena [20] voi1 MP don li¢u
phap bat ké lidu lugng, va thip hon ti 1& cai thién van nhin 46% ma Kahaly
da bao cdo trudc d6 [72] (bang 4.4). Nguyén nhan ctua khac bi¢t nay, chiing
t6i cling théng nhat theo cach giai thich ctiia Bartelena [20], 1a do mau nghién
ctru cta Kahaly co nhidu bénh tién trién ning, v6i thoi gian phat hién ton
thwong mét sém nén cé thé d& dap tng v6i diéu tri hon.

Nhin chung vé1 MP don 1i€u phap, ti 1€ cai thi€n van nhan, tuy theo tirng
nghién ctru, dao dong tir 28 — 46 %. Trong khi do, ti 1€ nay & nhanh diéu tri
két hop MP + Aza 13 65,4% sau 6 thang, trong ddng v6i két qua 67% (6
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thang) cua Strianese & Cs vé6i lidu phap két hop Methylprednisolone +
Prednisolone + Methotrexate.

e Hiéu qua lén song thi

Tuwong ty nhu hi¢u qua 1én van nhan, MP va MP + Aza déu co hiéu qua cai
thién song thi so voi trude diéu tri. Ti 1é cai thién va khoi song thi & nhom
dung MP + Aza sau 6 thang 1a 61,5%, cao hon so v6i nhém dung MP don
thuan (26,9%). Va sau 12 thang, ti 1€ cai thién song thi 1an luot 12 30 va 65%.
Khac biét 1a co y nghia thdng ké (p = 0,01; biéu dd 3.6; bang 3.7; 3.8).

Ti 1€ cai thién song thi 33% & nhanh dung MP don thuan trong nghién ctru
nay tuong duong véi ti 16 32% cua Roy (cung lidu luong va cach dung) [111],
thap hon ti 18 46% cua Kahaly (liéu 500mg MP mdi tuan 1 1an) [72], va ti 1&
42% cua Nedeljkovic trong 1 nghién ciru gan day [97] voi cach dung xen k&
prednisolone udng giita cac chu ky cach nhau 1 thang (1 chu ky: 2 xung
500mg MP cach ngay) trong 6 thang lién tiép. Khac biét nay, nhu da noi trén,
c6 thé do dic diém nhom bénh trong nghién ciru ciia Beleslin va Kahaly c6 ti
1& hat thudc 14 cao, mirc TR-AD cao va thdi gian mic bénh dai hon trong miu
nghién ctu cua ching t6i. Nhin chung, hiu qua cai thién song thi cia MP
don thuan thay ddi tir 32% - 46%, thap hon so v&i ti 1& 61,5% ¢ nhanh dung
MP + Aza ctia nghién ctiru nay (bang 4.3).

Su khac biét ve ti 1€ cai thién song thi & nhanh MP + Aza so v61 nhanh
MP don thuin c6 ¥ nghia ¢ ca cach phan tich ITT (61,5% so v&i 26,9%) va
phan tich PP (64% so vo1 33,3%). Nhu vay, su khac biét nay la ban chat. Ti 1&
cai thién song thi cua nhanh MP + Aza trong nghién ctru nay (61,5%) cling
nhit quéan véi ti 18 65% cua Chalvaszit v&i phac d0 MP + Aza + xa tri [34], va
thdp hon ti 16 90% ctua Myer véi liéu phap MP + Pred + Cyclosporine [93].
Tuy nhién, nhitng nghién ctru diéu tri két hop noi trén chii yéu thuc hién trén

nhitng bénh nhidn hodc c6 song thi ndng va/hodac da dé khang voi
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Glucocorticoid, hay di st dung Glucocorticoid dai ngdy, nhiéu bién chtng.
Do vay, ti 1¢ cai thién song thi c6 thé con cao hon néu diéu tri két hop ngay tur
dau trén nhom bénh nhan nhe hon.

o Hiéu qua lén do rong khe mi

Trong nghién ctru nay, sau 6, 12 thang diéu tri, ca MP va MP + Aza
déu co tac dung giam dd rong khe mi, mdt cach c6 y nghia théng ké so voi
trude diéu tri (nhém MP, tir 12mm xuéng I Imm; nhém MP + Aza tir 12mm
xubng 10mm ). Tuy nhién khong cé su khic biét co y nghia thong ké giira
nhom dung MP va nhém dung MP + Aza tai cac thoi diém trén (p = 0,056;
bang 3.4). Néu xét theo tiéu chi cai thién do rong khe mi 1am sang (giam it
nhét 2mm), sau 6 thang, c6 3 bénh nhan (11,5 %) & nhém MP va 8 bénh nhan
(30,8%) & nhom MP + Aza c6 d6 rong khe mi giam it nhat 2 mm (bang 3.4; p
= 0,09). Sau 6 thang, ti 1¢ cai thién d§ rdng khe mi gitta nhém MP va
MP+Aza 1an luot 14 19 va 46%. Tuy nhién, khac biét vin khong c6 ¥ nghia
théng ké.

Mac du khac biét khong c6 ¥ nghia théng ké, nhung su cai thién vé mit
lam sang, trong truong hop nay (ti 1€ cai thién & nhém MP + Aza 16n hon
nhoém MP khoang 2,7 lﬁn), la kho bé qua. Mat khac, so voi ti 1€ cai thién do
rong khe mi ma Bartalena L & c¢s b4do cdo méi day vdi Methylprednisolone
don liéu phap cho 3 loai liéu lwong thay ddi (19% - 23%) [20], ti 1& cai thién
d6 rong khe mi ¢ nhanh diéu tri voi MP don thuin trong nghién ciru nay (11 -
19%) 1a thap, nhung & nhanh MP + Aza (30 - 46%) lai cao hon moét it, (bang
4.3). Nhu vay, liéu phap MP + Aza cho thiy c6 su cai thién d6 rong khe mi
t6t hon so voi diéu tri bang MP don thudn bt ké lidu lwong va cach dung.

o Hiéu qua lén loi mat
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Bang 4.3: So sanh ti I¢é cai thién do rong khe mi, 16i mdt, van nhdn, song thi

gitta cdc nghién cuu.

Tac gia Liéu hrong, Ti 1€ cai thién sau 6 thang (%)

cach dung —

khe mi Loimat Vannhan Song thi

Kahaly & Cs  12x500MP! - 60 46 46*
(2005) [72]
Bartalena & 12x250MP! 23 32 21 -
Cs 12x500MP! 19 20 26 -
(2012) [20] 12x830MP! 19 21 46 -
Beleslin 6x500MP? 68 44 - 42
Roy & Cs 4x500MP? 32
[111]
Chalvaszit & 1x500MP! 65
Cs (2014) +Pred+Aza+xa
Strianese & Cs 6x500MP? 67 -
(2014) [117] +Pred+Mtx
PAR Meyer 3x500MP? 90
(2006) +Pred+Cyc
Ng.Ngoc Anh  4x500MP? 11,5 30,8 30,8 26,9
(2015) 4x500MP*+Aza 30,8 46,2 65,4 61,5

Ghi chu: ivMP:Methylprednisolone tinh mach; Pred: prednisolone; Aza:

Azathioprine;, Cyc: Cyclosporine; Mtx: methotrexate;, 500 ivMP? :

ivMP

500mg x 3 ngay/thdng x 4 thang; 500 ivMP': ivMP 500mg/ ngay duy nhdt; 6
X 500 ivMP?: ivMP 500mg x 2/tudn x 6 tuan.
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Tuwong tu nhu do rong khe mi, cd MP va MP + Aza, sau 6, 12 thang diéu
tri, déu c6 tac dung giam do 161 mat mot cach co v nghia tor khoang 20mm
xuéng con 18mm so véi trude diéu tri, nhung khong c6 su khac biét gitra 2
nhom (MP: 18,2mm so véi PM + Aza:18,4mm; p = 0,056). V& tiéu chuan cai
thién Iam sang, sau 6 thang, c6 12 bénh nhan (46,2%) & nhom MP + Aza va 8
bénh nhan (30,8 %) ¢ nhom MP va c6 d6 161 mat giam it nhat 2 mm. Sau 12
thang, ti 16 nay lan luot 1 46% va 27%. Khac biét khong c6 y nghia thong ké
(p = 0,25; %2 test ).

Ti 18 cai thién 16i méit 37% & nhanh MP cta nghién ciru nay gan véi ti 16
21 — 32% cua Bartalena [20] va thap hon 1 it so véi ti 1& 42% ctia Nedeljkovic
[97], nhung lai thap hon nhiéu so véi ti 18 60% d3 duoc Kahaly bao céo trude
d6 [72], (bang 4.3). Su khac biét ndy, nhu da phan tich & phin van nhdn va
song thi, c6 thé do su khac nhau ciia mau nghién ctru va phac dd diéu tri.

Nhin chung, ti 1& cai thién 161 mét khoang tir 20 — 40% dbi voi liéu phép
MP don thuan. Trong nghién ctru ndy, ti 18 cai thién 10i mit & nhanh diéu tri
két hop 1a 48%. Cao hon 1 it so voi MP don liéu phép, nhung khac biét 1a
khong c6 y nghia (p = 0,5; bang 3.7; 3.8).

o Hiéu qua trén thj lyc

Hiéu qua 1én thi lyc ctia nghién ctru nay chi danh gid trén nhitng bénh
c6 chén ép than kinh thi (DON) nham luong gia vai trd caa lidu phap e ché
mién dich trong viéc bao vé chirc ning than kinh thi giac.

DON 1a thé de doa mat thi Iyc nhanh chong do than kinh thi bi chén ép,
nén can phai duoc diéu tri khan cip voi lidu luong du manh ngay tir dau. Mic
du chua cé hudng din nao cu thé dugc dua ra, nhiéu tac gia van théng nhét
rang, diéu tri DON nén bét dau véi Methylprednisolone tinh mach trude (lidu
tir 500mg — 1g MP trong 3 - 5 ngay lién tiép), c6 thé 1ap lai sau 1 hodc 2 tuén,

sau d6 udng voi lidu khoi dau toi da 60mg/ngay, giam dan. Néu sau 2 tuan, thi
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luc khong cai thién s& phiu thuat giam ap héc mét ngay [19], [29], [87],
[125], [126].

Tuy nhién, van dé 14, sau khi dap ung voi 1 hodc 2 xung ban dau, DON lai
thudng ning 1én vé sau, khi ma lidu lwong Glucocorticoid duy tri dd giam
hodc két thiic. Hon nita, giai doan tién trién cia bénh (nhét 1a giai doan ning
nhu DON) thuong kéo dai gip nhiéu 1an so véi thoi gian diéu tri qui ude 3
thang. Poi véi nhitng bénh DON c6 chén ép nang, thi lyc gidm sut nhanh
chong, Methylprednisolone tinh mach lidu cao (ivMP) don thuan khong du dé
giam chén ép than kinh thi, phiu thuét giai 4p héc mat thuc hién ngay trong
giai doan tién trién 1a hop 1y [19], [29]. Nhung ddi véi nhitng ca DON khong
nang 1am, thi luc chua giam nhiéu, néu khong kiém soat duoc giai doan viém
kip thoi, bénh co thé nang hon. Tham chi tu thé trung binh - nang, c6 thé
chuyén thanh DON [20], [72]. Chua c6 su dong thuan nao duoc tim thiy dé
giai quyét nhirng van dé trén [29], [125], [87].

Trong nghién ctru ndy, nhitng bénh nhan c6 de doa mat thi luc (DON),
sau chu ky 500mg ivMP ban dau, duoc didu tri két hop thém prednisolone
ubng giam dén, lién tuc cho dén chu ky tiép theo. Trong vong 2 tuan, néu thi
luc khong cai thién, hodc ning hon s& chuyén phau thuat.

Trude diéu tri, thi lyc trung binh ctia nhom MP (6 ca, 11 mét) va nhém
MP + Aza (7 ca, 11 mat) 1an luot 14 0,2 va 0,1. Sau 2 tuan, nhém MP ¢ 7/11
mat (63,6%), nhom MP+Aza c6 9/11 mat (81,8%) cai thién thi lyc. Sau 6, 12
thang, nhém MP c6 3 méat (2 ca) cai thién thi luc, 6 méat (3 ca) mét theo doi (1
ca chuyén ph?lu thuat, 2 ca bo diéu tr1). Nhom MP+Aza c6 10/11 mét cai thién
thi lyc trén 2 hang.

Nhin chung, véi phén tich theo phan bd ban dau (intention-to-treat) su
cai thién thi lyc sau 6 thang, & nhém MP + Aza va nhom MP 1an luot 12 90%.
Va 60%. Khac biét c6 y nghia thdng ké (p = 0,04; bang 3.8). Tuy nhién, vi c&
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mau qué nho lai c6 méat miu trong qué trinh diéu tri, nén két luan veé thi luc
can phai dugc cing ¢b v6i ¢& mau 16n hon. Khong may, DON 1a 1 bénh
hiém, chi chiém ti 1& khoang 3 — 5% trong bénh nhan giap, nén mot nghién
clru voi ¢& miu du 16n, c6 d6i ching véi DON 1a 1 diéu cuc ky khé khin. Va
d6 ciing 1a 1y do tai sao, cho dén nay, y vin chi ¢6 1 thir nghiém 1am sang d6i
chting duy nhét vé diéu trj DON véi ¢& mau khiém tén: ca 2 nhém chi c6 15
bénh nhan [126].

Két qua thi lyc trong nghién cru nay nhat quan véi ti 1& da dugc bao
c4o voi liéu phap két hop ciia Meyer [93], cua Claridge, va cao hon cic tac
gia diéu tri v6i liéu phap MP tinh mach don thuan: tir 39% - 77,8%, (bang
4.4) [38], [82]. Su khac biét v& két qua cai thién va bao ton thi lyc cua trong
cac nghién ctru, ngoai yéu t6 két hop MP + Aza + Prednisolone, c6 thé con
phu thudc vao lidu luong, thoi gian ma MP duoc dung.

Thé viém giac mac, de doa mét thi luc ¢o 2 ca (4%) 6 muc do 5a va 5b
NOSPECS khong bao gdm trong phan tich thi lyc vi than kinh thi khong bi
anh huong. Mot ca sau diéu tri MP + Aza 3 thang (kém nudc mét nhan tao,
khang sinh nho), bénh khong tién trién, tién hanh ph?lu thuat ha mi, mat nham
kin, gidc mac hét viém, lién seo tot (hinh phu lyc 1.11). Ca kia diéu tri voi MP
+ Aza (nudc mét nhan tao + khang sinh nho), giai doan viém kéo dai, sau 9
thang, bénh tro vé khong tién trién, giac mac hét viém, lién seco hoan toan
(phu lyc 1; 3.12).

o Hiéu qua trén tong dé ning

Hi¢u qua trén téng dd nang dugc tinh theo téng diém mat (Total eye score:
TES) dua vao phan loai NOSPECS cai bién. Theo do, ti 1€ giam trén 5 diém
TES cua nhom MP + Aza va nhém MP lan lugt 1a 88% va 57%, khéc biét c6
¥ nghia thong ké (bang 3.7; 3.8). Nhu vy, mot lan nita, du phan tich riéng
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tung bién s6 do nang, hay tinh téng dd nang, thi nhom diéu trj MP + Aza van
cho thdy muc do cai thién 1am sang tot hon nhom diéu tri bang MP don thuan.
Tom lai, liéu phap két hgp MP + Aza cho thy c6 hiéu qua hon MP don
thuan trong viéc kiém soat tién trién, cai thién van nhén va song thi. Sy cai
thién va bao ton thi luc can phai nghién ctru tiép v6i ¢d mau 16n hon.
Bang 4.4: So sanh ti I¢ cai thién thi lyc sau 6, 12 thang giita cac liéu

phap ikc ché mién dich trong diéu tri DON.

Tac gia Co  Liéulwgng, caichding  Ti I¢ cai thién
mau (thi lwce)
Mourits M (2001) [82] 62 1 x 500 ivMP* 39%
+ Pred + xa tr1
Wakelkamp (2005) 9 2 x 1000 ivMP? + Pred 56%
[126]
Tambe K (2010) [119] 9 2 x 1000 ivMP3 + pred 77,8%
Curro N1 (2014) [38] 24 2x 1000 ivMP? + pred 42.,5%
Claridge & Cs (1997) 15 Pred + Aza + xa tri 100%
[35]
PAR Meyer [93] 14 3x500MP2?+Pred+Cyc 100%
(2006) [93]
Ng. Ngoc Anh & Cs 13 ivMP? + 90 %
(2015) Pred+ Aza
Ghi chu:

2 X 500 ivMP3: Methylprednisolone 500mg tinh mach x 3 ngay, ldp lai 2 lan,
méi lan cach nhau 1 tan. 4 x 1000 ivMP!: Methylprednisolone 1000mg tinh
mach x4 ngay lién tiép. 3 x 500 ivMP?: Methylprednisolone 500mg tinh mach

X 2/ tudn, lap lai 3 lan, méi lan cach nhau I tuan.
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Cac trwong hop ngoai 1€

Ba ca ngoai 1€ tiép tuc duoc diéu tri tc ché mién dich 1au dai sau khi
khong phiu thuat giai 4p hoc mat da cung cdp nhiéu thong tin lién quan dén
giéi han cua liéu phap tc ché mién dich trong diéu tri DON.

Ca 1, sau vong MP 500mg x 3 cach nhau 1 thang, thi lyc mo nhanh,
viém khong cai thién, gai thi phu va duoc diéu tri voi prednisolone ubng duy
tri, cung voi Azathioprine xen k& gitra cac vong. Sau khi két thic lidu trinh 3
thang voi téng lidu 6,6g MP bénh nhan van & giai doan tién trién, thi luc c6
cai thién nhung chua nhiéu (2/10). Bénh dugc xem xét phiu thuat lan 2,
nhung vi nhiéu 1y do, ph?lu thuat da khong duogc thuc hién. Va bénh nhan
dugc truyén thém 1 chu ky MP 500mg tinh mach, sau d6 ung giam dan trong
3 thang. Sau 6 thang diéu tri v6i tong lidu 8,7g MP, bénh nhan hét viém
(khong tién trién), thi luc cai thién (MP 5/10; MT 7/10), hét tron mi, giam 16i
mat (3mm), gai thi hét phu, chuyén qua teo nhe, khéng cé bién chimg gi (hinh
phu luc 1: 1.8). Qua trinh diéu tri bénh nhan nay c6 3 ngoai 1€. P6 1a khong
phau thuat, tong licu MP > 8g, va thoi gian diéu tri > 3 thang. Tuy nhién, két
qua diéu tri co thé ndi 1a thanh cong tot. Ly do cho cac ngoai 1¢ nay (ngoai trir
kha ning phau thuat) 13, khuyén cdo vé lidu luong va thoi gian diéu trj MP 1a
v kién cua cac chuyén gia cho cac trudong hop chung, khong 4p dung cho
nhitng truong hop dac biét.

Ca 2, ca 3 c6 dic diém chung 1a duoc diéu tri muodn (8 thang tur luc bat
dau mo mat), bénh nhan dén véi thi lyc giam ning (< 1/10), do tién trién
khéng cao (< 3), teo gai, va chén ép than kinh thi nhiéu. Két qua diéu tri sau 6
thang 1a cai thién it (ca 2) va khong cai thién (ca 3).

Céu hoi dit ra cho 3 truong hop trén 1a: Yéu t6 nao quyét dinh sy thanh
cong cua ca 1 va that bai cta ca 3? Néu duge ph?lu thuat, nhirng bénh nhan

nay co tdt hon khong? Vé yéu td quyét dinh sy thanh cong, that bai, cau tra
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161 theo chung t61 1a & viéc diéu tri sém, diéu tri di liéu lwong, thoi gian vao
giai doan tién trién cua bénh (biéu dd minh hoa 1.2; 1.3) [29]. That vay, theo
nhiéu tac gia, diéu tri trc ché mién dich vao giai doan som s¢€ lam gidm viém,
giam phu né hdc mat, giam sy phi dai co va phi dai md, do do s€ giam chen
ép, cai thién tudi méau thi than kinh tot hon [23], [29], [94].

O ca 1, bénh nhan d3 duoc diéu tri 2 vong trude khi co biéu hién sut
giam thi lyc. sau dé bénh tiép tuc duoc diéu tri tich cuc béng cach xen ké
prednisolone va Azathioprine udng giita cac vong trong 6 thang. Su can thiép
som, du lidu luong, du thoi gian, da dong vai tro quyét dinh trong két qua tot
ctia bénh nhan ndy. Va véi két qua nay, xem xét phau thuét c6 18 khong can
phai dat ra.

O ca 2 va ca 3, su diéu tri mudn dan dén thi lyc da giam sut trAm trong,
than kinh thi bi chén ¢p lau ngay, teo gai kho hoi phuc. Mit khac, ¢ giai doan
viém mudn (CAS =2, 3), dd c6 xo hod, nén dap tng kém véi liéu phap trc ché
mién dich. Van dé con lai 1a: 2 ca nay néu duoc ph?lu thuat giam 4p, co t6t
hon khong? Cau tra 1oi van con & phia trudc va khong phai muc tiéu cia

nghién ctru nay.

Co ché kha di v¢ hi¢u qua ciia MP va MP + Aza
Tac dong nhanh, manh ctia Methylprednisolone tinh mach xung, ciling
nhu hiéu qua manh hon khi két hop thém Azathioprine trong diéu tri bénh
nhin giap tién trién c6 thé giai thich qua nhitng phat hién méi vé duoc dong
hoc ctia MP, Aza, va nhitng tac dong cua no trén céc té bao mién dich.
O liéu thdp (< 100mg), Glucocorticoid (GCs) tac dong chi yéu qua co
ché gen. Sau khi qua mang té bao va lién két v6i cac thu thé GC khong tién

trién trong bao twong (cGCR). Phic hop GC/cGCR sé& di chuyén vao nhan
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kich hoat (transactivation) dé tong hop nén cac protein chdng viém, hodc bi
{rc ché (transrepression), ngan can tao cac protein gdy viém [31].

Trong trudng hop sir dung MP xung, ndng d6 MP di qua mtrc bao hoa
ciia cGCR (> 100mg prednisolone), thi tic dong dic hiéu duy nhét thong qua
cGCR khong con nira. Lic nay, nhitng tac dong khong dac hi¢u thong qua
twong tac sinh hoa véi mang té bao duoc cho 1a dong vai trd chinh trong tac
dong diéu tri. Mot su dan xen khong ddc hi¢u cua cac phan tir Glucocorticoid
vao mang té bao, 1am thay ddi chirc ning cta nd. Két qua trc ché van chuyén
canxi, natri qua mang bao tuong cta cac t& bao mién dich dugc cho 1a gop
phan giam viém va tc ché mién dich nhanh chong [32], [39].

MP tinh mach xung con anh huéng da dang 1én cac t& bao mién dich.
Sau khi truyén MP liéu xung, tat ca cac t& bao tua (dendritic cells) hoan toan
bién mat, va sb lugng té bao nay chi dat mirc ban dau sau 8 ngay [118]. Ma té
bao tua 13 nhitng t& bao trinh dién khang nguyén manh, dong vai tro trung tim
trong viéc khoi dong phan tng mién dich chinh. Ngoai ra, MP tinh mach
xung con gay nén hién tuong té bao T chét theo chuong trinh (apoptosis) [39],
lam giam téng hop glycosaminoglycans (GAG) ciia nguyén bao soi [23], [31],
cling nhu lam giam dang ké lugng TR-Ab huyét thanh [78], nhitng thanh
phan co vai trd quan trong trong viéc tai cu trac md & hdc mit cua nguoi
bénh nhan giap [12], [43], [127].

Hiéu qua vuot troi cia lidu phap két hop MP + Aza so véi MP don
thuan trong diéu tri bénh nhéan giap tién trién c¢6 1& do su tic dong phdi hop
cia MP va Aza, 1én nhiéu nhanh trong phan (mg mién dich & hdc mat cta
nguoi bénh. Giai doan tién trién cia bénh nhin giap, vé md hoc, duoc dic
trung boi s tham 1au nhiéu té bao lympho T, t& bao mass, mot it lympho B va
cac cytokines bao gdbm IFN-B, TNF-o, va IL-1a vao giita cac bo sgi co va mo

md hdc mat [58], [61], [65], [66]. Do vdy, ngudi ta cho ring, cac thanh phan
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nay, cung v6i TR-Ab va nguyén bao soi hdc mit, ¢ vai trd trong phan tng tu
mién ¢ héc mit ciia ngudi bénh nhin giap, di co ché chinh xac con chua rd.
[12], [43], [96], [127]. Va sy diéu hoa mot phan Gmg mién dich s& c6 hiéu qua
hon khi c¢6 nhiéu nhanh cua n6é (vi du nhanh té bao T, té bao B; nhanh
cytokine...) bi can thi¢p, dac biét ngay tir giai doan sdm cua bénh [68].

Trong liéu phap két hop, ngoai tic dong ciia MP, Azathioprine da tac
dong manh 1én sy tang sinh cua ca té bao T va B. That vay, 6 — thioguanine ,
chat chuyén hoa tién trién cua Azathioprine, ¢ thé pha v& cac chirc ning cia
céc purine ndi sinh, 1am gian doan qua trinh tng hgp DNA, RNA, protein, do
d6 e ché sy tang sinh cua céc té bao, dic biét 1a cac té bao phat trién nhanh
chong ma khong c6 mot phuwong phép tai ché nucleotide du phong, ching han
té bao lympho T va lympho B. Ngoai ra, Azathioprine ciing anh hudng dén hé
théng mién dich theo nhiéu cach khéac nhu: giam ) lugng bach cAu don nhan,
giam tong hop gamma globulin trong mau, va tic dong trén té bao T qua viéc
trc ché tin hiéu dong kich thich (costimulatory signal) lam té bao T khong
phan chia dugc, dan dén chét theo chuong trinh (apoptosis), theo phat hién
moi day cua Tiede va cong su [144].

Nhu vy, trong diéu tri bénh nhan giap giai doan tién trién, liéu phéap
két hop MP + Aza di tac dong manh hon 1én nhiéu nhanh cua cac té bao mién
dich (nht 13 t& bao T, B) so véi tac dong cua MP don liéu phap. C6 1& do vay

ma hi€u qua chong viém ciling nhu rc ché mién dich cia né cling manh hon.

4.2. Tinh an toan caa MP va MP + Aza
Trong nghién ctru ndy, ngoai nhitng bién chung thong thudng ké trén,
khong c6 bién chimg niao mdi la xuat hién. Cac bién c¢d thuong gip do
Methylprednisolone tinh mach xung nhu Cushing, danh trong nguc, dau

thuong vi, kho ngu, ting nhin ap gip déu & ca 2 nhom véi tan sb thip (bang
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3.12). Tong s ngudi bi bién cb trong nhém MP + Aza 13 14 (53,8%), cao hon
s0 v6i s6 nguoi bi bién cb trong nhdom MP 8 (30,7%), tuy nhién khac biét
khoéng c6 ¥ nghia (p = 0,09). Tan suat bién ching cao hon nay chu yéu 1a do
tac dung phu ctia Azathioprine nhu giam bach ciu nhe, rung téc. Nhom MP +
Aza c6 1 ca phai ngung diéu tri: Mot vi bién ching viém da day ta trang, 1 do
mét moi khé chju. Nhom MP ciing c6 1 ca ngung diéu tri vi viém da day ta
trang. O nhom MP + Aza c6 1 ca ting men gan nhe (AST: 78, ALAT 130)
vao thang thtr 6, 1 ca ting creatinine nhe, 2 ca giam bach cau nhe. Tat ca déu
trd vé binh thuong khi giam lidu Azathioprine con 50mg/ngdy sau 1 thang.
Khong c6 nhom nao xdy ra bién c¢b ning. Riéng bién cb ting nhan ap thuong
xay ra trong qua trinh truyén MP va tit ca déu kiém soat duoc véi thuc ha
nhan ap. Ching t6i s& dién giai cac cac bién cb trong nghién ciru nay qua so
sanh v6i cac nghién ctru ¢6 dé cap dén tac dung phu ctia Methylprednisolone

tinh mach xung va Azathioprine.

4.2.1. Tac dung phu cua MP xung

Liéu phap Methylprednisolone tinh mach xung dugc cho 1a c6 hi¢u qua
hon, va it cac bién chimg thong thudng (dic diém Cushing, ting cin, cao
huyét ap, khé ngu...) hon so v6i dudng udng [88], [138]. Mot sb tac dung phu
nhe khac thuong xay ra trong trong vong 24 gid diéu tri bao gdm: danh tréng
nguc kho ngu, trAm cam va cac triéu ching da day, rudt...[20], [138].

Trong 1 phéan tich tong hop (Meta-analysis) gin ddy vé vai trd cua
Methylprednisolone tinh mach xung trong diéu tri bénh nhan giap tién trién
[52], Gao va cong sy d3 phan tich mot s lwong 16n bénh nhan (140 ca) va
cho théiy céc bién chung nhu Cushing, danh tréng nguc, khé ngu, da day rudt,
tram cam, ting huyét ap thuong co tan sd thap, nhé hon 10%, twong dong voi

ghi nhdn cua ching t6i (bang 4.5). Piéu khac biét 13, trong nghién ctru cia
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Gao, ti 18 ting dudng huyét duoc ghi nhan 14 (14%) trong khi ching t6i chi ¢6
1 ca (3,8%) ¢ nhém MP, nhat quan véi ti 18 3% (1/31 ca) cua Roy [111].
Nhitng khac biét nho vé ti 1¢ bién ching nay c6 1& do tan sb bién chung it, va
mau nhé nén khé phat hién. Va vi mau nho, nén chi voi 1 hodc 2 ca bién
ching ciing cho ti 18 rét cao.

Bang 4.5: Ti I¢ cdc bién chitng giita cdc nghién ciru

GaoG  Kahaly RoyA Anh&es

521 721 DU vp o MPrAza
Cushing 11(10,6) 12,8 3(10) 3(11,5) 2(7,6)
Pénh trong nguc 7 (11,7) 4(11,4) - 3(11,5) 2(7,6)
Khé ngi 4(6,7) 2(57) - 3(11,5) 2(7,6)
Da day rudt 12 (8,6) 128 1(3) 3115 5(19)
Tang duong huyét 15 (14,4) - 1 (3) 13,8) 0(0)
Tang huyét ap 2 (1,4) 0 (0) 2 (6) 0 (0) 0 (0)
Tang nhan ap - - - 4 (15) 5(19)

Vé ting men gan, khong c6 truong hop nao trong nhém MP don thuan.
nhoém MP+Aza c6 3 ca. Hai & mic nhe (60, 80IU/L), mdt ca & muc trung
binh (130IU/L) (bang 3.11). Hai truong hop tdng men gan nhe xdy ra & thang
thir 5 khi duoc diéu tri voi phac dd bd sung do van con tién trién, trudng hop
kia ciing duoc diéu tri bang ca 2 phac d6 bd sung: de doa mat thi lyc va tién
trién kéo dai (ca ngoai 16 tha 1). Lidu tich luy khi két thac
Methylprednisolone & cudi thang thir 3 1a 6,7g. Khi giam li¢u Azathioprine
con 50mg/ngay, 1 thang sau, men gan tré vé binh thudong. Nhu vy, sy ting

men gan nay, theo chiing t61, c6 thé c6 vai tro ciia Azathioprine.
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Du c6 hi¢u qua vuot troi hon, dung nap t6t hon so voi duong uéng,
nhung sau cic bao cdo cua Weissel M [129] va Marino M [89] vé nhiing ca
ton thwong gan cdp, de doa hodc giy tir vong khi dung lidu
Methylprednisolone tich luy cao (tir 10 — 24g) da lam ting 1én mbi quan ngai
vé tinh an toan cua nd [57] [97]. Va cau hoi dat ra 1a liéu tich lay
Methylprednisolone bao nhiéu thi an toan?

Nam 2007, Rosario Le Moli va cdng su [81] da theo doi tac dung phu
ctia 2 nhom bénh nhan: nhdm A gdm 13 bénh duogc dung liéu 1g MP x 3 ngay
lién tiép, 13p lai vao tuln thtr 2, sau do tiép tuc udbng véi lidu giam dan, tong
lidu 8,45g; nhom B gdm 14 bénh véi liéu 500mg MP 1 tuan 1 1an x 6 tudn va
0,25g 1 tuan 1 1an x 6 tuan tiép theo. Két qua 1a khong c6 bién ching nao
dang Kké, khong cé su ting men gan ¢ 2 nhom, nhung c6 mét sy gidm nhe ti 1¢
ALT/AST ¢ nhom A ma khong c¢6 & nhém B. Va vi bién chimg gan ning
khong dugc quan sat thdy trong nghién ctru, nén van chua rd liéu sy bién doi
nhe clia men gan trong qua trinh diéu trj liéu MP cao (8,45g) c6 phai 1a mot
yéu t6 nguy co cia suy gan cip tinh hay khong. Két luan cua nghién ctu 1a:
liéu phap Methylprednisolone tinh mach xung c6 vé kha an toan néu tong lidu
khong qué 8g va chlrc nang gan cling nhu cdc co quan khac ctia bénh nhan
phai duoc kiém tra trude dé loai trir nhitng bénh gan, tim, phdi tiém an [81].
Day 1a mot két luan quan trong, nhu 1a mot hudng dan thyc hanh va da duoc
chép nhan rong rai & Chau Au [19], [87], [125] va M¥ [56], [53], [28].

Trong mot nd luc khac nhim tim ra nhitng chi ddu sang loc bénh nhan
truée khi dung liéu phap Methylprednisolone tinh mach xung dé tranh ton
thwong gan cip, nam 2011, Wichary H [132] d4 so sanh nhiéu thong s6 sinh
hoéa mau, men gan, cac marker viém gan virus... cia 30 bénh nhan binh giap
trude va 2 ngay sau khi dung MP tinh mach. Két qua 1a c6 su ting nhe vé& men

gan trudc va sau didu tri nhung khac biét khong co ¥ nghia thong ké. Trong
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khi nhém nghién ctru ¢ 18 khong du 16n dé thay duogc ty 1¢ ton thuong gan
lién quan dén liéu trinh diéu tri, thi nghién ctru ghi nhan ring 7 bénh nhéan
trude diéu tri, huyét thanh chan doan go1 y mot tién str cia bénh viém gan B,
da khong kich hoat lai viém gan sau diéu tri Methylprednisolone tinh mach
xung.

Ciing trong nd lyc tim cac yéu té nguy co cia ton thuong gan cip, méi
day (thang 6/2015), Sisti E va cdng su [114] qua phan tich 1076 ca bénh nhan
giap tién trién duoc diéu tri vdi Methylprednisolone tinh mach xung da tim
thay ti 1¢ ton thuwong gan cap 1a 1,3% va ti 1& tir vong do ton thuong gan cap 1a
1/1076 ca (0,09%). Cac yéu t6 nguy co duoc x4c dinh 1a tudi > 53 (RR = 2.8)
va lidu luong cho mdi xung (> 0,57g ) va téng lidu (> 8,5g). Cung lic véi
Sisti E, Eguchi H va cong sy [47] ciing d3 tim thdy do tudi > 50, liéu tich luy
> 8g MP, tién s nhiém HBV, HCV 1a cac yéu t6 lién quan dén su ting men
gan trong li¢u phap Methylprednisolone tinh mach xung.

Nhu vay, doc gan cép theo sau liéu phap Methylprednisolone tinh mach
1a bién ching xuét hién véi tin sb rat thip. Cac yéu té nguy co cho su xuét
hién 14 tudi cao, liéu luong cia mdi xung va téng lidu cao. Trong nghién ciru
cua ching t61, ngoai viéc sang loc cac bénh ly tiém an trude, lidu lugng cua
mdi xung 1a 500mgMP, tong liéu 6g, v6i tudi trung binh 1a 45, thap hon nhiéu
s0 VGi cac mirc nguy co ma Sisti dua ra. DAy ciing c6 thé 1a Iy do ma chung
t6i da khong gap bién ching ting men gan trén murc trung binh nao trong qua
trinh diéu tri. DI nhién, ¢& mau nho dé théy mot bién ching hiém cling 1a mét
kha nang.

Co ché cua doc gan tir nhe dén nang con chua ro. Su kich hoat cua
virus viém gan, hodc mot tic ddng truc tiép vao té bao gan cua
Methylprednisolone phu thudc vao lidu lrong, hodc sy nang lén cua mat

viém gan ty mién... dwgc coi la cac nguyén nhan co thé [81], [114].
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4.2.2. Tac dung phu cua MP + Azathioprine

Dbi véi Azathioprine, tic dung phu thong thuong nhét 1a khong dung
nap da day rudt, e ché tuy xwong (hiém khi xay ra véi liéu thip va co thé hoi
phuc). Cac tac dung phu khéc bao g@)m ddc gan (<2%), di ting, rung toc.

Trong nghién ciru nay, chung toi gip 9 luot tac dung phu lién quan dén
Azathioprine bao gém: tang creatine nhe: 1; ting men gan 3; gidm bach cau:
2; rung toc: 3. Tt ca cac bién cb nay déu bién mat khi giam liéu Azathioprine
50mg/ngay trong 1 thang.

Bdng 4.6: So sanh tdc dung phu ciia Azathioprine trong diéu tri TED

Chalvaszit Claridge Anh & Cs
& Cs [34] & Cs [35]

Tong s6 TDP 9 (10%) 0 (0) 9 (34%)
Ngung tri vi TDP 4 (5%) 0 1 (4%)
Noén, budn nén 4 (5%) - 1 (3.8)
Giam bach cau 3 (3%) 0 (0) 2 (8%)
Tang men gan 2 (2%) 0(0) 3 (11,5%)
Rung téc - - 3 (13%)

So v6i nghién ctru méi ddy cua Chalvaszit [34], ti 16 ngudi bi bién ¢
lién quan dén Azathioprine trong nghién ctru niy cao hon (34% so vdi 10%).
Céc bién chimg thuong gap nhu hoi chung da day rudt, ting men gan, giam
bach cau trong nghién ctru cua chung tdi va cua Chalvaszit déu twong dong
véi tan sb théip (< 3 ca), mac du trude do, voi liéu phap két hop Prednisolone
+ Azathioprine + xa tri, Claridge [35] da bao cao khong gap mdt tac dung phu
nao (bang 4.5).

Tan suit ngung Azathioprine vi tic dung phu cta Chalvaszit 14 4/88 (3

ca gidm bach cau, 1 ca non, buén ndn). Trong khi do6, chung téi c6 1 ca vi
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budn ndn, dau thugng vi khi udng Azathioprine tir 4 tuan dau, phai chuyén
d6i qua dung Methylprednisolone don thuan. Bién ¢ chiing t6i hay gip 1a
rung toc (3/24), trong khi khong thiy cac tac gia khac dé cap. Bién c¢b nay
phuc héi t6t sau khi ngung uéng Azathioprine vai thang.

Vi khong ¢ nhiéu nghién ctru dung Azathioprine dai han trong diéu tri
bénh nhin giap, nén viéc 14y kinh nghiém tir cic nghién ciru diéu tri xo cung
rai rac 1a thich hop vi ¢6 cung phac do6 MP tinh mach + Azathioprine. Trong 1
phan tich tong hop xuat ban nim 2007 (gdm 698 ca cia 5 thir nghiém lam
sang diéu tri Azathioprine tir 1 — 3 niam) [33], Casetta L va cong sy da két
luan: réi loan tiéu hod, trc ché tuy xwong, doc gan 1a dé dang xir Iy bang cach
diéu chinh liéu lugng. Ngung diéu tri do tic dung phu ciia Azathioprine 1a rat
thdp va chu yéu do khong dung nap da day rudt (khoang 5%). Dit liéu c6 sin
khong cho thay c¢6 su gia ting nguy co 4c tinh tir Azathioprine. Va nguy co
ung thu néu co, co thé lién quan dén thoi gian diéu trj 1au dai trén 10 nam, véi
lidu tich liiy Azathioprine trén 600g [33]. Mot nghién ctru gdm 755 bénh nhan
dung Azathioprine cho viém rudt, theo ddi ti da 1 29 nam da khong tim thay
taing nguy co ung thu [36]. Mot danh gia quan trong gan day vé nguy co 4c
tinh trong ghép tang va bénh tu mién ap dung cho céc bénh nhan bi bénh
viém mit kho tri két luan rang: Azathioprine c6 thé khong lam ting tong sd
nguy co ung thu & mic do c6 thé phat hién [74], [73].

Trong nghién ctru ndy, chung t6i st dung liéu Azathioprine trung binh
(2 — 2,5mg/kg), thoi gian sir dung (6 thang) ngan hon Chalvaszit (9 thang),
Claridge (12 thang) va cac tac gid khac (1 — 3 nam) [33], [90], [104] va chliing

t6i da khong gip tac dung phu nao dang ké lién quan dén Azathioprine.
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4.3. C4c yéu t6 anh huéng dén higu qua kiém soat viém

Trong nghién ctru nay, cic yéu td anh hudng dén su xuit hién va tién
trién ning thém cua bénh nhan giap dugc bao cao trong y van nhu: gidi tinh,
tudi, hat thudc 14, thoi gian phat hién bénh nhan giap, mic TR-Ab trong mau,
diéu tri bang "', d6 ning va do tién trién cua bénh nhan trude khi diéu tri,
cling dugc phan tich dé tim sy anh hudng cia nd dén tinh trang kiém soét
viém, cing v6i anh hudng ctiia phuong cach diéu tri.

+ Anh hudng ciia phuong cach diéu tri: MP va MP+Aza

Phan tich hdi qui COX cho thdy: nhom diéu tri bang MP c6 ti 1¢ viém
khong kiém soat duoc sau 12 thang cao gip 3,3 lan nhém diéu tri bang
MP+Aza (HR =3,3; p=0,01; bang 3.13).

Hiéu qua kiém soat viém cao ctia MP + Aza so voi MP trong diéu tri
bénh nhan giap tién trién c6 1& do su tac dong phdi hop cua MP va Aza lén
nhiéu nhanh trong phan tng mién dich & héc mat cia ngudi bénh. MP tinh
mach xung c6 kha nang ti€u diét manh té bao tua (dendritic cells), gay chét té
bao T theo chwong trinh (apoptosis) [39], giam tong hop glycosaminoglycans
(GAG) cta nguyén bao soi [23], [31], ciing nhu 1am giam dang ké luong TR-
ADb huyét thanh [78]. Azathioprine, ngoai tic dong 1én su ting sinh cia té bao
T, t& bao B con lam giam s6 lwong bach cau don nhan, giam tong hop gamma
globulin trong mau va tac dong trén té bao T qua viéc tc ché tin hiéu dong
kich thich (costimulatory signal) lam té bao T khong phén chia duoc, din dén
chét theo chuong trinh (apoptosis). Nhirng tac dong nay dat hiéu qua cao sau
6 tuan diéu tri, va duy tri trong sudt liéu trinh 6 thang udng, khi ma tac dong
ciia MP da hét do ngung thudc vao thang thir 3.

+ Anh hudng ctua do viém 1am sang

Mic du tit ca cac bénh nhan trude diéu tri déu o giai doan tién trién

(CAS > 3), nhung muac d0 ndng cia CAS cling dugc tim théiy la yéu td anh
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hudng thém vao hiéu qua kiém soat viém. Bénh nhén ting 1 diém CAS thi ti
1¢ khong kiém soat duoc giam di 2,2 1an (bang 3.13). Nghia 13, bénh nhan c6
diém CAS cang cao (cang viém nhiéu) thi ti 18 kiém soat viém cang tot. Két
qua ndy cling nhat quan véi két qua Kahaly [72], va cua Roy trong 1 béo céo
m&i day [111]. Mot bénh nhéan & thé viém, sung huyét, nhat 1 dén som thi rat
dap tng voi Glucocorticoid. Trong khi d6, 1 bénh nhan, hoic viém it va dén
mudn, hodc thé xo on dinh dap ung vdi Glucocorticoid rat kém.

+ Cac yéu t6 khéc:

Hut thudc 14 va ndng d6 TR-Ab huyét thanh duoc cho 14 ¢ lién quan
v6i do nang va do hoat tinh cuia bénh nhan giap [45], [46]. Hat thude 14 cang
nhiéu, néng d6 TR-Ab huyét thanh cang cao thi bénh cang ning.. Trong
nghién ctru ndy, ¢6 tir 22 -31% s6 ngudi hat thude 1, thap hon so véi ti 16 hat
thudc 14 trong nghién ciru ctia Kahaly [72] va Bartalena [20]. Nong d6 TR-Ab
trung binh 1a 7,8 TU/I, twong duong v6i ndng do 7,3 TU/I trong nghién ciru cia
Bartalena [20] va thap hon ndng do 19 IU/I trong nghién ctru cia Vannucchi
[124]. Tuy nhién, chiung t6i 3 khong tim thiy anh huong cua hut thudc va
mutc TR-Ab mau 1én kiém soét viém. Tuong tu, gidi tinh va do 16i mét trude
diéu tri, trong md hinh nay, ciing khong thdy anh hudng c6 y nghia théng ké.
Ly do cho van dé nay c6 thé do day 1a mot thir nghiém phan bd ngiu nhién,
nén cac yéu té nguy co phan bd déng déu giira 2 nhom.

Nhu vy, yéu t6 anh huong chu yéu dén két qua kiém soat viém trong
nghién ctru nay 1a phuong cach diéu trj va d6 viém l1am sang. Diéu trj bang
MP don thuan, c6 nguy co khong kiém soat dugc tinh trang viém (tinh chung
trong 12 thang) cao hon diéu tri két hop MP + Aza 3,3 1an, Ngoai ra, mirc do
viém trude didu trj cling c6 anh huong dén qua trinh kiém soat viém. Ctr ting

1 diém CAS, thi ti 1& dap g (kiém soat viém) tang 2,2 lan.
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4.4. Y nghia va tinh ing dung ciia dé tai

Két qua chinh ctia nghién ctru nay 1a: trong diéu tri bénh nhan giap tién
trién, liéu phap MP va MP + Aza déu c6 hiéu qua trong kiém soat viém, cai
thién thi lyc, gidm c6 mrc d§ d¢ rdng khe mi, 161 mét han ché van nhan, va
song thi. Tuy nhién, liéu phdp MP + Aza kiém soat tién trién t6t hon, cai thién
van nhan, song thi tbt hon, va ciling c6 nhiing tdc dung phu muc d6 nhe nhiéu
hon liéu phap MP don thuin. Phat hién ndy d3 cung cip thém lwa chon cho
giai phap diéu tri két hop cho 1 van dé thuong gap: su that bai kiém soat viém
sau khi két thiic liéu trinh MP don thuan dau tién.

Su thét bai kiém soat tién trién sau 1 li¢u trinh MP dau tién 1a 1 thach
thirc hién nay trong diéu tri bénh nhin giap. Pong thuin nim 2008 cia
EUGOGO [19] khuyén c4o, Glucocorticoid tinh mach xung 1a dau tay (first-
line) ddi véi bénh nhin gidp tién trién trung binh — nang trd 1én, tong liéu MP
< 8g trong 1 dot diéu tri kéo dai khoang 3 thang . Tuy nhién, ddng thuan nay
da khong giai quyét mot van dé nay sinh 1a: phai diéu trj thé nao néu liéu trinh
ban dau that bai (sau 3 thang van khong kiém soat dugc tinh trang tién trién
ctia bénh). Khong may, day lai 1a mot van dé thudong gip. Trong 1 nghién ciu
trén 154 ngudi bénh nhan giap tién trién cong bd nim 2012 [20], EUGOGO
d3 bao c4o ti 1& bénh nhan van con viém tién trién sau 3 thang diéu trj tir 35%
dén 55% tuy theo liéu lwong. Nhom ngudi ndy can phai dugc diéu tri ra sao?
Chua c6 mot khuyén cao nao dugc dua ra. Theo kinh nghiém cuia cac chuyén
gia [29], [87], [125], [133] liéu phéap két hop (Glucocorticoid + xa tri/va hodc
thudc diéu hoa mién dich) hay céc thudc diéu tri dich 1a cac hudng da va dang
dugc nghién ctru trng dung.

Két qua vugt troi vé kiém soat viém, van nhan va song thi cua liéu phap
MP + Aza trong nghién ctru nay cho thay né co6 thé 1a Iya chon thich hop cho
nhitng truong hop liéu phap MP don thudn that bai.
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Trong mdt nghién ciru méi cong bé nim 2013 [124], Vannucchi va
cong su dd theo doi 58 ca bénh nhén giap tién trién dugc diéu tri bang MP
don thuan (lidu tich luy 7,5g) va nhan thay: dap tmg giam viém xuét hién
khoang 70%, va chu yéu xay ra trong 6 — 8 tuan dau tién. T d6 tic gia nhan
dinh, sau thoi gian ndy, néu bénh nhan khong dap tmg, nén thay dbi dicu tri
MP don thuan bang liéu phap két hop ma khong can phai doi két thic lidu
trinh 3 thang. Pong thuan véi quan diém nay, chung t6i cho rang, nén cén
nhic st dung lidu phap két hop MP + Aza d6i véi mot sé truong hop dic biét
nhu: viém mdé mém ning két hop song thi ning cé ching ctr ciia phi dai co,
hodc ¢6 de doa mat thi luc ngay tu dau, hodc nhiing trudong hop dép ung kém
hay khong dap mg sau 6 tuan diéu tri MP don thudn ma khéng can phai chd
doi dén hét lidu trinh. Ly do 1a dé tranh nguy co gia ting tong liéu
Glucocorticoid, cling nhu dé tao mot can thi€p hi€u qua sdém vao giai doan
tién trién ciia bénh.Vi can thiép cang som vao giai doan tién trién thi hiéu qua
cai thién d0 ning cang cao [29], [87].

Day 1a mot thtr nghiém 1am sang c6 nhém ching, do vay, nd s€ cung
cap bang ching c6 gia tri hon so véi cac nghién ctru khéng nhom chimg. Két
qua cia nghién ctru ndy s& gop phan ting thém lya chon diéu tri dbi voi
nhitng truong hop khong dap tng vdi Glucocorticoid don li¢u phép, hodc
nhitng truong hop kiém soat viém that bai sau liéu trinh diéu tri dau tién.

O Viét Nam, day c6 1& 1a 1 nghién ctu dau tién vé diéu tri ndi khoa
bénh nhin giap giai doan tién trién. Qui trinh diéu tri ctia nhanh MP don
thuan, hay nhanh két hop MP + Aza, hay cach diéu tri bo sung cho nhiing
truong hop chén ép than kinh thi (DON), nhitng trudng hop van con viém khi
két thuc 1 liéu trinh qui udc (3 thang déu) 1a nhitng qui trinh 1an dau tién duoc
ap dung. Cung v6i nghién ctru phiu thut giam ap héc mat diéu tri bénh nhin

gidp ning vira cong bd [6], hy vong mdt birc tranh chung vé diéu tri bénh
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nhan gidp (gém ca ndi khoa va phau thuat) s& duoc hinh hai, lam nén tang cho
cac nghién ctru sau hon.

Céac phuong tién chan doan dung trong nghién ctru nay twong d6i hién
dai (Chup CT/MRI, do khang thé khang thy thé TSH...). Cac tiéu chi chan
doan ciing nhu do ludng két qua TED la thong nhit voi bd tiéu chi cua
EUGOGO, c6 tham chiéu vdi tiéu chuan NOSPECS. Su phén biét 2 bién két
cuc “dd viém” va “d6 nang” dé sa dung nhitng phwong phap thong ké thich
hop gitp cho phin so sanh két qua d& hiéu va chinh xac hon.

Tuy nhién, nghién ctru ndy ciing c6 1 sd nhuge diém. Vi dé tai nghién
cuu cd lién quan dén 2 chuyén nganh Mit va Noi Tiét, nén viéc chon bénh,
diéu trji va danh gia két qua con gip nhiéu kho khan. Mic du dugc sy gitp do
rat nhiéu tir cac Thay hudng dan va cic ddng nghiép, nhung vi ban than tac
gia chuyén nghanh Mit nén tim nhin bao quét vé 2 chuyén nganh, nhét 1a Noi
tiét con han ché, dan dén viéc danh gia mot s6 khia canh Noi tiét trong nghién

cuu c6 thé chua duoc toan dién.
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KET LUAN

Qua nghién ciru diéu tri bénh nhin gidp tién trién bang cach so sanh
tinh hi¢u qua va tinh an toan cua li¢u phap MP vé1 MP + Aza chung t6i rat ra
nhiing két luan sau:

1. So sanh hiéu qua diéu tri cia MP va MP + Aza

1.1.Tinh hi¢u qua

+ Hi€u qua trén d viém

Ca 2 liéu phap MP va MP + Aza déu c6 hiéu qua kiém soat viém trong
giai doan tién trién cua bénh nhdn giap, tuy nhién, liéu phap MP + Aza c6
hi€u qua hon li¢u phap MP.

Sau 6 thang ti 1& 6n dinh (kiém soat viém) & nhém MP+Aza 13 84%, nhém
MP 13 63%. Thoi gian dat 6n dinh trung binh cua liéu phap MP+Aza 1a 4
thang, ngan hon so vai thoi gian dat 6n dinh cua liéu phap MP (6 thang).

+ Hiéu qua trén do nang

Ca 2 1iéu phéap MP va MP + Aza déu co hiéu qua trong cai thién van nhan
(30% so v&i1 65%), cai thién song thi (26% so véi 61%), gidm do rong khe mi
(11% so v6i 30%), giam 10i mat (30% so v6i 46%). Tuy nhién, liéu phap MP
+ Aza c6 hi€u qua hon MP trong cdi thién van nhan va cai thién song thi.

Ti 1€ cai thién thi lyc & nhitng bénh DON sau 6 thang va 12 thang khi dung
MP+Aza 1a 90%.

1.2.Tinh an toan

Ca 2 liéu phap MP va MP + Aza trong nghién ciru ndy déu co nhitng tac
dung phu nhu: Viém loét da day ta trang, dac diém Cushing, mét ngu, danh
tréng nguc & mirc d6 nhe va trung binh voi tan sb thap (< 5). Khong cb tac

dung phu nao & muc do nang.
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Liéu phap MP + Aza c6 thém nhiing tac dung phu ma MP don thuan
khong cé nhu: tang men gan, gidm bach clu, rung toc voi ti 1€ < 11%.

Tt ca nhitng TDP & nhom MP + Aza déu & muic nhe va bién mat khi diéu
chinh lidu lwong Azathioprine.
2. Cac yéu té anh hwéng dén kiém soat viém: 14 phuong thirc diéu tri va do

viém lam sang trude diéu tri.

Piéu tri bing MP don thuan c6 ti 1¢ viém khong kiém soat dugc sau 12
thang cao hon diéu tri két hop MP + Aza 3,3 lan.

Ct ting 1 diém CAS trudc didu tri, thi ti 1¢ viém khong kiém soat duoc

giam 2,2 lan.
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KIEN NGHI

- Liéu phap két hop MP + Aza nén duoc cin nhic sir dung ddi véi nhirng
truong hop bénh nhan gidp tién trién co: viém md mém ning, két hop
song thi va han ché van nhan nang, hodc co de doa mat thi luc, dic biét,
v6i nhirng truong hop dap tmg kém hodc khong dap ung sau 6 tuan
diéu tri bang liéu phap MP don thuan.

- Tiép tuc nghién ctru so sanh hi¢u qua cai thi¢n, bao tdn thi luc, va nhu
cau phau thuat giam ap cua 2 liéu phap MP va MP + Aza v6i ¢& mau

16n hon.
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PHU LUC 1
HINH ANH KET QUA NGHIEN CUU

Hinh PL1.3: (a) Bénh nhan gidp trude dieu tri: Viém; 16i mdat (MP 22mm, MT
16mm; do rong khe mi MP 13mm, MT 11mm. Sau 6 thang diéu tri: On dinh:
dé 16i MP 20mm, MT 15mm. B¢ rong khe mi MP 11mm, MT 10mm. Cai thién
song thi. Nguon: bénh HVT.

Hinh PL 1.4: Bénh nhan gidp tién trién nang. Trudce diéu tri song thi ndng
(lién tuc): (a) Tw thé nguyén phdt, @é nhin ré, bénh nhdn luén nguée dau lén
trén. Co tron 2 mi trén ndng, MP 2m, MT 3mm. (al) Tw thé liéc trdi va (a2) tu
thé liéc phai déu bi kéo xuéng duwéi. (b) Sau diéu tri 6 thang, hét co tron mi:
(b1) tw thé liéc trdi va (b2) liéc phdi bét bi co kéo xuong duwdi. Hét viém. Heét
song thi. Nguon: bénh NTY.



Hinh PL 1.5 : Truong hop dap vung giam viém cai thién thi lyc nhanh. a: Truodc
diéu tri 2 mdt viém (CAS = 5); thi lwc: MP PNT 3m, MT 2/10. Soi ddy mdt
thdy (b): 2 mat phiv gai thi. Sau 3 thang diéu tri, dap vmg nhanh (c): hét viém
(CAS: 1), thi lyc cai thien PM 5/10, MT 7/10. Ngué‘n: bénh nhan HVS

b o -

Hinh PL 1.6: Giai doan tién trién kéo ddi trén 6 thang. (a): Trudc diéu tri 2
mdt viém (CAS = 6); thi lwc MP 4/10, MT 9/10; (b): Sau 3 thing, (c): Sau 6
thang diéu tri, mdt van con viém (CAS MP = 3, CAS MT = 4); (d): Sau 9
thang, 2 mdt hét viém (CAS = 2), thi lwe MP 9/10, MT 9/10; (f): Phii gai thi 2
mat; (g): Chén ép than kinh thi 2 mat. Nguon: bénh HVH.



Hinh PL 1.7: Bénh nit 46 tu6i, MT: DON. (a) Truéc diéu tri: thi lwe MP 10/10,
MT DNT 2m, @3 16i: MP 17mm, MT 22mm. (b) Sau 9 thdng diéu tri: thi luc 2
mdt 9/10; do 16i: MP 18mm, MT 19mm. Ngué‘n: bénh NTTT

Hinh PL 1.8: (Ca 1, bang 3.9). Bénh nhdn nit, 57 tuéi, 2 mdt: DON. (a) Truéc diéu
tri: 2 mdt viém; thi lyc 2 mat < 1/10; KCBM: MP 12mm, MT 12mm; d¢ 16i MP
21mm, MT 20mm.(b) Sau 7 thang diéu tri: 2 mdat hét viém, on dinh; thi luc MP 5/10,
MT 7/10; do rong khe mi 2 madt: 9mm; do 16i 2 mat: 18mm. Ngu5n.‘ bénh HTH.



Hinh PL 1.9: (ca 2, bang 3.9) Bénh nit, 56t, 2 mat: DON. MP khéng ddp ing
véi diéu tri, MT dép iing kém. Nguon: bénh NTX.

Hinh PL 1. 10: (ca 3, bang 3.9). (a) Bénh nhdn nit, 47t, cuong gidp on, TR-Ab:
40, thi lee 2 mat < 1/10, tién trién (CAS mdt phdai:2, CAS mdt trdi 3). (b) Mat
phdi teo gai, mdt trdi phit gai. MRI héc mat bénh nhdn hinh 3.5: (c) Tw thé axil
cho thdy phi dai bung co triee trong va triec ngodi 2 mat, chén ép than kinh thi
& dinh héc mdt. (d) Tuw thé coronal cho thdy 4 co truc : trén, dudi trong, ngodi
ciia 2 mdt phi dai, gdy chdt hep dinh héc mdt nang. Nugent dé 3. Bénh nhén
khéng dap iing véi diéu tri. Nguon: bénh nhan TTND.



Hinh PL 1.11. Bénh nhin gidp giai doan tién trién c6 viém gidc mac. (5a
NOSPECS) Mt nhdam khong kin khi ngu. Bénh duoc diéu tri 6n dinh, sau do

da dwoc pthu thudt ha mi.

Hinh PL 1.12: Bénh nhan gidp giai doan tién trién c6 viém gidc mac (5b
NOSPECS). Sau 9 thing diéu tri, bénh vé giai doan khéng tién trién, gidc mac

het viém, lién seo tot.



PHU LUC II

BENH AN NGHIEN CU'U BENH NHAN GIAP (Lin 1)

Ho tén:
Ngay kham:

Tién st:

Tuoi:

Gioi:

Huyét ap: Can nang:

ID

Diéu tri noi

Tuyén giap

Toan than

FT3 |FT4 |TSH |TR-Ab | Hut thudc
Triéu Pon | Mit | Mat
Ma hoa
chirng vi phai | trai
Thi lyc; | Thap phan
Nhan ap | mmHg
Thi
. Gai thi: | 0: bt; 1 phu; 2: teo
Giac
RAPD | 0: khong; 1: ¢o
Vision
Giac 0: bt; 1: viém, 2:
mac loét, 3: seo, thung.
Pau tu nhién sau )
nhan cau.
Pau — —
Pau khi ¢6 gang liéc )
mét.
Viém S
Do mi mat. 1
Inflammation bo ]
bo két mac. 1
Phu mi mit. 1
Sung ]
Phu két mac 1
phu
Sung do cuc 1¢ 1




Tong diém

Khong song

. 0
thi
Gorman score Song thi .
. Song thi: tung luc
Lé, han ché
Theo hudng | 2
van nhan :
Lién tuc 3
Strabismus
> 450 0
Han ché 300-45° |1
van nhan 15°—30° 2
<15° 3
Tron mi [1; o] mm
Tron mi
Ldi mat Ldi mat [1; o] b6 Hertel
Appearance Khoang cach 2 mm
bo mi
Co van nhan Tong duodng kinh t6i da 4 bung | mm

co tryc: trén, dudi, trong, ngoai

Phan do 1: nhe, 2 trung binh, 3 ndng, 4 chén ép

EUGOGO TTK

Phando 0; I(a, b, ¢); 2(a, b, ¢); 3(a, b, ¢); 4(a, b, ¢); 5(a, b, ¢);
NOSPECS 6(a, b, c).

Ghi chu




BENH AN NGHIEN CU'U BENH NHAN GIAP

(cac lan tiép theo)

Ho tén: Tudi: Giéi: ID
Ngay kham: Huyét ap: Can nang:
Tién sir:
Triéu Pon | Mat | Mat
Ma hoa
chirng vi phai | trai
Thi luc; Thap phan
Thi Nhan 4p |mmHg
Giac Gai thi: 0: bt; 1 phu; 2: teo
Vision RAPD 0: khong; 1: c6
Giacmac | 0: bt; 1: viém, 2: loét
Pau tuy nhién sau nhan .
cau.
Pau ., .
Dau khi c6 gang liéc |
mét.
D6 mi mat. 1
Viém bé .
bo két mac. 1
Inflammation —
Phu mi mat. 1
Phu két mac 1
Sung phu . y
Sung do6 nép kétmac |
trong
Tong diém




Khong 0
Song thi tung
Gorman score ) 1
, Song thi: tie
Lé, han ché Theo huong 2
van nhan Lién tuc 3
Strabismus > 450 0
Han ché 300 - 45° 1
van nhan 15°—30° 2
<15° 3
Tron mi [1; o] mm
Tron mi
L6i mat L6i mét [1; o] Do Hertel
Appearance | Khoang cach 2 bo mm
mi
Covannhin | Tong duong kinh t6i da 4 bung co | mm

MDI

tryc: trén, dudi, trong, ngoai

Phan d¢

1: nhe, 2 trung binh, 3 nang, 4 chén ép TTK

Bién chirng




PHIEU PONG THUAN THAM GIA NGHIEN CUU

NGHIEN CUU PIEU TRI BENH NHAN GIAP HOAT TINH BANG
METHYLPREDNISOLONE KET HOP AZATHIOPRINE

Ho tén bénh nhan:

Nam sinh:

Ho tén nguoi nha:

Quan hé véi bénh nhan:

Sau khi duoc béc s giai thich vé tinh trang bénh cua t61, 1gi ich cling nhu rui ro
ctia diéu tri, sau khi doc k§y phiéu thong tin vé nghién ctru t6i quyét dinh:

Pong ¥ tham gia nghién ciru:

Khong dong ¥ tham gia nghién ctru:

T.P. HCM, ngay thang nam

Nhom nghién ciru Bénh nhan ky tén

BS Nguyén Ngoc Anh



DANH SACH BENH NHAN THAM GIA THU NGHIEM LAM SANG

TAI BENH VIEN MAT TU NAM 2011 - 2014

TT |HoTén Tudi | Gii Ngaykham
1 VO VAN C 1959 | Nam 16/10/12
2 |NGUYEN MINH C 1962 | Nam 29/11/11
3 |CAOVANC 1979 | Nam 5/6/2012
4 | TRANNGOC b 1973 | Nam 16/1/2014
5 LE MINH B 1965 | Nam 5/12/2013
6 | TRINH THI KIEU D 1962 | Nix 2/7/2013
7 TRAN THI NGOC D 1960 | Nir 4/6/2013
8 | NGUYEN THANH H 1976 | Nam 14/11/13
9 | GIAIPOaNN THI H 1959 | Nix 10/7/2012
10 |HO THIH 1957 | Nit 29/5/2012
11 |NGUYEN VAN H 1968 | Nam 23/10/12
12 |NGUYEN THI MY H 1968 | Nir 17/4/2014
13 | TRANG THIEN H 1958 | Nir 6/12/2011
14 | TRAN VAN H 1966 | Nam 3/7/2012
15 | VO HOANG H 1983 | Nir 6/11/2012
16 |HO VANH 1972 | Nam 16/10/12
17 |NGUYEN THANH H 54T | Nam 5/7/2013
18 | NGUYEN PHUONG K 1978 | Nam 4/6/2013
19 |TRAN VINHL 1976 | Nam 4/7/2012
20 | TRAN THI HUUONG L 52T | N 2012

21 |LEVANL 1985 | Nam 19/9/12
22 |NGUYEN THIL 1964 | Nix 15/1/13
23 | HOANG THIM 1966 | Nix 11/1/2012




24 |HUYNH CONG M 1963 | Nam 17/9/13
25 |HUYNH THI LAM M 1985 | Nir 15/11/11
26 |LE THUONG N 1968 | Nam 11/6/2013
27 | TRANG HAIN 1957 | Nit 13/3/12
28 |HO THIN 1970 | Nir 11/9/2012
29 |LETHIN 1963 | Nit 30/8/11
30 |NGO VU THI HOANG O 1974 | Nix 7/5/2013
31 |[NGUYEN VAN P 1952 | Nam 27/2/14
32 | PHAM THI P 1991 | Nix 22/11/11
33 | TRAN HOAI P 1965 | Nam 21/9/11
34 | GIAI POaNN VAN Q 1947 | Nam 29/9/11
35 | TRAN THI Q 1968 | Nir 15/1/13
36 | GIAI DPOaNN THI S 1964 | Nir 14/9/12
37 |HOVANS 1970 | Nam 5/9/2013
38 |HUYNH THINHUT T 1955 | Nir 13/8/13
39 |NGUYENPUCT 1981 | Nam 7/11/2013
40 |DOAN QUANG T 1965 | Nam 26/11/11
41 |[NGOVANT 1950 | Nam 21/5/13
42 | NGUYEN THINGOQC T 1966 | Nir 10/4/2012
43 |NGUYENTHIT 1942 | Nix 22/11/11
44 |HUYNH VAN T 1968 | Nam 14/11/13
45 |TOTHIT 1989 | Nir 6/4/2012
46 |DANG VINH T 1979 | Nam 19/3/2013
47 |NGOVANT 1950 | Nam 21/5/13
48 | NGUYEN THI THU T 1968 | Nir 11/9/2012
49 |DANG VINH T 1979 | Nam 19/3/13
50 |PHAM THIU 1951 | Nix 21/1/13
51 |NGUYEN VANV 1957 | Nam 29/5/12




52 | HUYNH THI THANH X 1955 | N 16/4/13

53 | NGUYEN THI X 1983 | Nu 15/11/11

54 |HA PHONG V 1974 | Nam 23/10/12

55 |NGUYEN THI X 1958 | Nu 17/9/13

56 |NGUYEN THIY 1959 | Nu 25/11/13

Ngay thang nam 2015

Phong Ké hoach Tong hop
Bénh vién MAT T.P HCM

(Pa ky)
Bs Pham Nguyén Huan




