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GIOI THIEU LUAN AN

1. Pitvén dé

Bénh nhin giap (thyroid eye disease) 1a mot biéu hién
ngoai tuyén giap thudng gip nhit ctua bénh Graves, v6i tan sb
thay di tir 13% - 69%, tuy theo timg nghién ciru. Bénh canh lam
sang thuong bit diu tir pha tién trién véi cac biéu hién: phi mi,
phu két mac, sung huyét két mac, co tron mi, 16i mit, liét van
nhén hodc chén ép than kinh thi. Pha 6n dinh, tiép theo pha tién
trién, 1a sy thoai lui cua qua trinh viém, nhung cac déu hiéu co
tron mi, 161 mat, liét van nhin van con. Nhimng ton thuong nay
thuong gdy nén bién dang vé mit, kém song thi, hodc mat thi luc,
anh huong dén chit luong cudc sdng, din dén nhu cau cin thiét
phai diéu tri.

biéu triirc ché mién dich (Glucocorticoid, cac thuéc diéu
hoa mién dich) thudng duoc thuc hién sém trong pha tién trién
ctia bénh. Muyc tiéu 1a khong ché phan tng viém ty mién dién ra
trong hdc mat, qua d6 1am thay dbi tién trinh tw nhién cua bénh
theo chiéu huéng tét hon: giam viém mé mém, cai thién thi luc
va song thi, giam co tron mi va giam 161 mét.

Glucocorticoid, thudc ding dé diéu tri bénh nhin giap
hon bén muoi ndm qua, hién nay van 1a céng cu chu yéu. Nhiéu
thir nghiém 1am sang cho thay: Methylprednisolone tinh mach
xung ¢6 hiéu qua hon va dung nap t6t hon Prednisolone udng.
Tuy nhién, do pha tién trién thuong kéo dai tir 6 — 18 thang, nén
cach dung Methylprednisolone tinh mach xung, cach quang,

trong 3 thang hién hanh khong kiém soat hoan toan dugc quéa
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trinh viém. Khoang 35 — 55% bénh nhan van con viém sau khi
két thic liéu trinh ban dau 1a van dé nan giai hién tai.

D3 c6 nhitng bao cdo kha quan vé viéc két hop
Glucocorticoid véi Cyclosporine hay Azathioprine, trong diéu tri
bénh nhén giap tai viém, dé ting hiéu qua chdng viém, ting thoi
gian diéu tri phu hop véi thoi gian tién trién ctia bénh, va giam
b6t liéu Glucocorticoid.

Azathioprine, thuéc diéu hoa mién dich thudc nhom
chéng chuyén hoa (Antimetabolite Immunosuppressants),
thuong dugc str dung an toan véi Methylprednisolone xung trong
diéu tri xo cing rai rac [33], [90], viém mach mau Wegener [59].
Vai nghién ctru da cho thdy: Azathioprine dung nap tot hon
Cyclosporine [10], khong giy doc than va khong tac dung phu
tim mach [84], gia thanh lai ré hon, nén c6 thé coi né vu diém
hon Cyclosporine.

Trong didu tri bénh nhin giap, su két hop
Methylprednisolone tinh mach + Azathioprine + Prednisolone +
xa tri [34], hoac Prednisolone + Azathioprine + xa tri [35] c6 tac
dung giam d¢ viém, giam d6 nang, giam nhu cAu phau thuat phuc
héi chirc ning hon 4 1in so véi liéu phap Glucocorticoid don
thuan. Tuy vy, lidu su két hop Methylprednisolone tinh mach +
Azathioprine c6 tot hon Methylprednisolone tinh mach don
thuan trong diéu tri bénh nhén giap hoat tinh hay khong, dén nay,
van con chua 16. Do do, ching t6i tién hanh “Nghién ctru diéu tri
bénh nhin giap hoat tinh bang Methylprednisolone tinh mach két
hop Azathioprine” véi cac muc tiéu sau:

1. So sanh tinh hiéu qua, tinh an toan cia liéu phap két hop
Methylprednisolone tinh mach + Azathioprine véi li¢u
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phap Methylprednisolone tinh mach don thuan trong diéu
tri bénh nhan giap tién trién.

2. Phén tich cc yéu t6 anh huong dén hidu qua kiém soat
viém trong diéu tri bénh nhdn giap nhu: tudi, gioi, hut
thudc 14, thoi gian phat hién bénh nhin giap, TR-Ab, do

viém lam sang, d¢ 10i mat, song thi trude dicu tri

2. Tinh cAp thiét cia dé tai

Hién nay, tai Viét Nam, Glucocorticoid udng thudng duoc
st dung dé diéu tri TED hoat tinh. Chua ¢6 bao céo nao vé hiéu
qua ctia Methylprednisolone tinh mach xung. Hién tai, van chua
c6 hudng dan diéu tri nao duoc dua ra dbi vai nhiing bénh nhan
giap hoat tinh khong kiém soat duoc sau 3 thang diéu tri bing
Methylprednisolone tinh mach don thuan (MP). Sy két hop
Methylprednisolone tinh mach véi Azathioprine (MP+Aza) co
t6t hon Methylprednisolone tinh mach don thuan hay khong van
chua duogc 1am sang t6. Do vdy, két qua ciia nghién ciru ndy s&

cung cap thong tin dé€ tra 1oi cac cau hoi trén.

3. Nhirng dong gép moi cia luidn an

Luan 4n di cung cip nhitng dit lidu cho thdy: trong diéu tri
bénh nhin giap giai doan tién trién, ca liéu phap MP va MP +
Aza déu c6 hiéu qua kiém soat viém, cai thién thi luc, cai thién
van nhan, cai thién song thi, giam do rong khe mi, giam 161 mét.
Tuy nhién, liéu phap MP + Aza kiém soat viém, cai thién van
nhan, cai thi€n song thi t6t hon MP don thuan. Liéu phap MP +
Aza ciing c6 nhiéu tac dung phu hon liéu phap MP don thuan.

Hau hét nhiing tac dung phu déu & mirc d6 nhe va bién mat khi
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giam lidu Aza. Két qua ndy da gop phn ting lia chon cho nhitng
truong hop TED hoat tinh c6 viém mo mém nang, song thi ning,
han ché van nhian nang, de doa mat thi luc, hodc véi nhitng truong
hop van con hoat tinh sau 6 tuan diéu tri véi Glucocorticoid don
thuan. D6 1a ¢ thé dung két hop MP+Aza.

4. B cuc ctia luin an

Luan an dai 116 trang, bao gdm Dit van dé (2 trang), Tong
quan tai liéu (32 trang), Pdi twong va phuong phap nghién ciru
(24 trang), Két qua (26 trang), Ban luan (29 trang), Két luan 2
trang va Kién nghi 1 trang. Trong luin 4n c6 33 bang, 17 hinh
anh va 10 hinh phy luc minh hoa, 13 biéu dd, 5 so d6, 138 tai liéu
tham khao (Tiéng Viét: 8, tiéng Anh: 130).

NOI DUNG LUAN AN
Chuong 1: TONG QUAN TAI LIEU

1.1.  Phan loai EUGOGO va diéu tri bénh nhin giap

Nam 2008 EUGOGO da gidi thi¢u 1 phan loai méi dya
vao khai niém “d¢ viém” lam sang va “d6 nang”.

Dé viém: 1a khai niém dung dé xac dinh pha hoat tinh
(active) va pha bat hoat (inactive) cta bénh nhan giap. Hién nay

nguoi ta dung thang do do hoat tinh ctia Mourits: (bang 1.2)
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Bdng 1.2: Thang do do viém lam sang (CAS)

Triéu chung DPiém
Pau  Pau ty nhién sau hiu nhin cau.

Pau khi ¢6 gang liéc mit.
bo D6 mi mit.

D6 két mac.

Sung Phu mi mit.
Phi  Phu két mac
Sung do6 nép gap két mac goc trong

— e e e e e

Ghi chii: Méi dau hiéu, néu co, cho 1 diém. Téng cong 7 diém,

néu CAS > 3 goi la pha tién trién. CAS: Clinical Activity Score.
D¢ ndng: cua bénh nhan giap dugc phan loai dua vao

murc do cua cac triéu ching: 16i mét, co tron mi, viém mo mém,

han ché van nhan, song thi, tdn thuong giac mac, tén thuong than

kinh thi.

Bdng 1.3: Phdn d¢ nang cua bénh nhan giap theo EUGOGO

Phdn dp ndang ciia bénh nhan giap theo EUGOGO

1. Bénh nhin giip de doa mét thi lyc gdm:
- Bénh than kinh thi do réi loan chirc ning tuyén giap
(Dysthyroid Optic Neuropathy: DON).
- Lbi mit niang de doa loét giac mac (NOSPECS 5).
Diéu tri DON: Glucocorticoid tinh mach xung, sau 2 tuan
khong dap ung: phau thudt giam ap hoc mét.
2. Bénh nhin giap trung binh - ning: c6 it nhit mét trong
cac dau hiéu:
- Cotron mi > 2mm.
- Viém mé mém > trung binh; (NOSPECS > 2b)
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- Loi mat > 3mm (so véi mét binh thudng cling ching
toc, gidil) (NOSPECS > 3a)

- Song thi theo huéng hoic hing dinh (NOSPECS >
4b)

Diéu tri: du khong bi de doa mét thi lyc, nhung mét bénh

anh hudng nhiéu dén chit luong cude sdng can phai xem

xét kha ning diéu tri e ché mién dich (véi thé hoat tinh)

hoidc phiu thuat (giam ap hdc mit, phiu thuat 1é, phiu

thuat mi) néu can, véi thé bat hoat.

Bénh nhin giap nhe néu:

- Cotron mi < 2mm.

- Viém mé mém nhe.

- Loi mt < 3mm (so voi mét binh thudng cling ching
toc, gioi)

- Song thi thoang qua hoac khong song thi.

Diéu tri: diu chimg mét chi anh huong nhe dén chét

lwong cude séng, chura dén mirc xem xét diéu tri rc ché

mién dich hodc phiu thuat. Chi nhé nudc mét nhan tao,

ubng selenium 100pg/ngay trong 6 thang va theo dai.

1.2.

Piéu tri bénh nhin giip hoat tinh

Hién nay, diéu tri bénh nhén giap van dwa chi yéu vao
tinh (rc ché mién dich khong dac hiéu cua Glucocorticoid
trong pha hoat tinh va phiu thuit trong pha bét hoat.

Glucocorticoid dudong tinh mach hiéu qua hon dudng
ubng. Tuy nhién, vé lidu luong, cach dung, dén nay, chua
c6 phac do tbi uru nao dugce xac dinh. Ngudi ta thuong dung

Methylprednisolone, liéu cho mdi lan truyén 1a 250mg hoic
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500mg hoac 1000mg (pha véi 100ml glucose 5% hodc
NaCl 0,9%, truyén tinh mach cham trong 1 — 2 gid), trong 3
ngdy lién tiép, hodc cach ngay, hodc cach tudn. Thoi gian
diéu tri thong thudng 1a 12 — 16 tuan. Tong liéu tir 4,5 — 12g,
tuy nhién hién nay ngudi ta khuyén cao khong nén qua 8g.

Han ché ciia Methylprednisolone don thuin va giai

phap két hop

Du str dung cach nao thi hi€u qua cua Glucocorticoid don
liéu phap ciing chi dat tr 50 — 80% lén do viém, 38% lén
d6 nang. Co khoang 35% dén 55% bénh nhan van con hoat
tinh sau khi két thiic 12 tudn diéu tri. Xir Iy thé nao dbi véi
nhiing truong hop nay? Nhiéu chuyén gia di cho y kién, chu
yéu dua vao kinh nghiém ring, hodc bd sung thém 1 liéu
trinh Glucocorticoid (udng, tinh mach), hoic ding liéu phap
két hop (Glucocorticoid + Xa tri + Azathioprine hay
Cyclosporine) hodc thir nghiém cac thube diéu tri tring
dich, vi du Rituximab.

O nudc ta, dén nay, ciing chua c6 nghién ctru nao diéu
tri bénh nhin giap hoat tinh bang Methylprednisolone tinh
mach xung don thun hay két hop. Do viy, trong diéu tri
bénh nhdn giap hoat tinh, nhu cidu két hop
Methylprednisolone voi cac thudc diéu hoa mién dich, dic
biét, d6i v6i Azathioprine, dé ting hiéu qua kiém soat viém
ma khoi phai ting thém liéu Glucocorticoid dé tranh tac

dung phu ctia n6 1a can thiét.
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Chuong 2: POI TUQNG VA PHUONG PHAP

2.1.  Déi twong nghién ciru
Tat ca nhitng ngudi bi bénh nhin giap hoat tinh mirc d6 trung
binh — ning va de doa mat thi lyc dén kham va diéu tri tai Bénh
vién Mit Tp HCM tir thang 3 niam 2011 dén thang 9 nim 2014.

2.1.1.Tiéu chuin chon b¢nh
bao gdm nhitng bénh nhan TED hoat tinh trung binh-

nang, hodac DON, khong c6 cac ti€u chi loai trur.

2.1.1. Tiéu chuin loai trir
Loai trir cic bénh nhan khong ddng ¥ tham gia nghién ciru, va
bénh nhan c6 mot trong cac van dé sau:
- Tudi < 20 hoic > 65.
- C6 thai hodc chuan bj c6 thai
- Dai thdo duong khong kiém soat duoc (HbAlc > 7%).
- Tang huyét ap khong kiém soat dugc (huyét ap tim thu
> 140mmHg va hodc huyét 4p tam truong > 90mmHg
- Bénh van tim, suy tim, nhdi mau co tim nang.
- Loét da day ta trang tién trién.
- Co bat thuong chirc ning gan, than [ALT > (40 —
100U/L); Creatine > (120 — 180mM/L); Anti-HCV,
HBsAg duong tinh.
- Bach cau < 4.000; Tiéu cau < 150.000; Hb < 10g/dl.
- Laodang diéu tri; HIV/AIDS; Loang xuong.
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2.2.  Phwong phap nghién ctru

2.2.1. Thiét ké nghién ciru

Thu nghiém 1am sang, c6 nhom chirng, so sanh két qua diéu tri

bénh nhan giap hoat tinh trung binh — ndng va DON:

Nhom MP (26 bénh): Methylprednisolone tinh mach xung
don thuan

Nhom MP + Aza (26 bénh): Methylprednisolone tinh mach
xung két hop udng Azathioprine.

2.2.2. Qui trinh diéu tri.
2.2.3.1. Diéu tri.

Nhém MP: Biéu tri v6i Methylprednisolone 500mg (pha voi

1001 glucose 5%) truyén tinh mach chdm trong 90 phut,

trong 3 ngay lién tiép (goi 1a 1chu ky). Liéu trinh diéu tri gdm

4 vong, mdi vong cach nhau 1 thang. Tong lidu 14 6g.

Nhém MP + Aza: Diéu tri két hop: liéu lugng va dudng ding

Methylprednisolone nhuy nhém MP, nhung dong thoi phdi

hop Azathioprine udng 2mg/kg/ngay trong 6 thang,

+  Dbi voi nhitng bénh nhan c6 biéu hién chén ép than kinh
thi, sau vong dau tién, néu khong déap tmg tiép tuc vong
thir 2, sau d6 dung prednisolone uéng liéu 40mg/ ngiy
giam dan 10mg mdi 2 tuan. Néu thi luc khong cai thién
sau 2 tuan, chuyén phau thuat giam ap.

+ Dbi voi nhirng bénh nhan khi két thic 4 vong MP ma
van con hoat tinh, tiép tuc dung thém prednisolone uéng.

Liéu khoi ddu 40mg/ ngay, giam dan 5- 10mg mdi 2 tudn.



10

2.2.3.2. Piéu chinh liéu va tiéu chi ngung diéu tri

Diéu chinh lidu lvong: Dua vao cong thirc mau va xét nghiém
chirc ning gan, than. Tiéu chi ngung diéu tri bao gom: Tac
dung phu xay ra & muc do 3, 4 theo CTCAE; bénh niang hon
sau 3 thang diéu tri; bénh nhan khong dong y diéu trj tiép.

2.2.4. Panh gia két cuc (outcomes)
2.2.4.1 Tinh hiéu quad

+  Hiéu qud trén dj hogt tinh: danh gia qua so sanh:

Ti 18 kiém soat hoat tinh trung binh trong 12 thang;. (2)

Thoi gian kiém soat hoat tinh trung binh va (3) diém hoat

tinh trung binh

+ Hiéu qua trén do nang: dugc danh gia tai cac thoi
diém 6 thang, 12 thang ké tir luc bat dau diéu tri. Cac
bién s6 vé& do nang bao gém: d6 rong khe mi, 16i mit,
van nhan, song thi, thi lyc.

Bang 2.3: Tiéu chudn cdi thién dé nang cua EUGOGO.

Bién so Thay doi yéu cau

b rong khe mi > 2 mm

Loi mat >2 mm

Song thi > 1 mic do

Van nhan > 15 do it nhat trong 1 hudng

Thi luc Cai thién > 2 dong cua bang Snellen

2.2.4.2. Tinh an toan:

Tac dung phu (TDP) cua 2 nhém duge chia thanh 5 muce do
theo tiéu chi thuat nglr chung cho TDP (CTCAE) va duoc so sanh
vé: (1) Tong s6 ngudi bi TDP; (2) Tong s6 luot TDP; (3) Tan s6
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TDP d6 3, d6 4; (4) Cac trudng hop ngung diéu tri vi TDP; (5)
Tan sb, ti 16 cac TDP thudng gip

Chuwong 3:  KET QUA NGHIEN CUU

3.1. M0 ta dic diém ciia 2 nhém nghién ciru
Pic diém dich t&, 1am sang cua 2 nhom trudce diéu tri duge md
ta qua bang 3.1. Theo d6, 2 nhém twong dong vé tudi, gidi, do
hoat tinh, 0 nang, hut thudc, TR-Ab trude diéu tri.

Bang3.1: Pac diém dich té, lam sang cua 2 nhom trudc diéu tri

Dic diém MP MP+Aza P
n=26 n=26

Tubi, ndm: Tr.b (Plc) 47,509)  45(13) 0,51°

Gi6i nit: n (%) 13 (50%) 13 (50%) 1,07

T.gian cuong giap, thang: 12 (117) 12 (27) 0,7¢

Tr.v(IQR)

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

(IQR)

Hut thudc 14: n (%) 13 (50%) 9 (34,6%) 0,26"

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

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

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

(1,33) (1,86) ‘
TR-Ab, IU/L: Tr.vi IQR)  7,85(7,0) 6,24 0,944
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(13,6)
CAS, diém : Tr.vi (IQR) 4(2) 4(1,75) 0,67
Ti 1€ hoat tinh 100% 100% -
b6 rong khe mi, mm: Tr.b 11 (1) 12 (1) 0,47¢
(Plc)
L6i mit, mm: Tr.b (Plc) 19 (4) 20,5 (3,3) 0,63°
Vian nhén, 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°
Timg luc 6 (23,1%) 5 (19,2%)
Tén thuong giac mac: ca 0 2
DON: ca, n (%) 6 (23%)  7(26,9%) 0,34
Thi Iyc (thap phén) 0,2(0,3) 0,1(0,3) 0,59

Ghi chu: DON: dysthyroid optic neuropathy, Tr.b (Plc): Trung
binh (d¢ léch chudn); Tr.vi (IOR): Trung vi (IOR); (a): x2 test;
(c) t test; (d) Mann-Whitney U test.

3.2.  So sanh két qua diéu tri cia MP va MP+Aza

3.2.1.  Két qua trén d6 viém
3.2.1.1. Ti I¢ kiém soat viém

Ti 18 kiém soat viém = 1 — ti 18 khong kiém soat duoc.
Theo d6, xac suat viém tich tu con lai trong thang th 6 13 38% &
nhém MP va 16% & nhém MP + Aza. Nghia 1a: ti 1¢ KSHT lan
luot 1a 62% va 84%. Tinh tuong ty, ti 1€ KSHT Iic 12 thang ctia
nhom MP va MP + Aza lan luot 14 86% va 596%.
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Bdng 3.2: Bang worc tinh xdc sudt viém tich tu con lai

Thing S6ca S6 ca Tilé hoat  Sai s

thw bt hoat hoat tinh  tinh tich chuén

tich tu con lai tu con lai
MP 3 10 12 0,55 0,10
6 13 8 0,38 0,10
12 18 3 0,14 0,07
MP+ 3 14 11 0,44 0,10
Aza 6 21 4 0,16 0,07
12 24 0 0,04 0,03

3thang, 4 vang

NhémMF‘{(L Q G Q

0,5gMPx3

Nhém MP +Aza@ G & &

Xac
suat
hoat
tinh
cbn
lai

0 &
(hoat tinh.
khong kiem
sodt durgc)

0.4

1.U‘l7 Aza 2 mglka/ngay x 6 thang J

1.07

0.8

0.2+

0.0

Nhom MP
+ Nhom MP + Aza

+ + mét theo di

p=004 Log Rank test

T T T T T
o 3 [ ] 12

Theri gian (thang)

Biéu d6 3.2: Biéu d6 Kaplan — Meier so sanh ti 1é viém khéng
kiem soat duoc cua nhom MP va MP+Aza theo thoi gian
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Biéu d6 Kaplan — Meier (biéu d6 3.2) so sanh ti 18 kiém soat
viém cua nhom MP va MP + Aza trong toan bd thoi gian 12
thang. Theo d6, Ti 18 hoat tinh khong kiém soat dugc cia nhom
diéu tri bé‘lng MP cao hon ti 1& ciia nhom diéu tri bé‘lng MP 1,73
lan, (HR: Harzard Ratio = 1,73; KTC : khoang tin cdy: 95%: 0,92
— 3,22). Sau khi diéu chinh cac yéu t6 nguy co, ti 18 nay 1a 3,3
(HR =3,3; KTC 95%: 1,29 - 8,51; p=0,01; xem bang 3.12, trang
81).
3.2.1.2. Thoi gian kiém sodt viém trung binh: ciia nhém MP va

nhom MP + Aza lan luot 13 6,1 £ 0,8 va 4,1 + 0,4 (thang),
khac biét c6 y nghia (p = 0,04; Log-rank test).

3.2.2. Két qua trén d9 ning

Hiéu qua trén d6 niang dbi véi: do rong khe mi, 16i mat, van
nhan, song thi, thi lyc, dugc so sanh trong bang 3.6.
Bdng 3.6: So sanh ti I¢ cai thién do rong khe mi, 16i mdt, van

nhan, song thi cua nhom MP va nhom MP + Aza sau diéu tri

Nhom MP  Nhom p¢
MP + Aza
Do rong khe mi: n (%)
- 6 thang 3(11,5) 8 (30,8) 0,09
- 12 thang 5(19,2) 12 (46,1) 0,08
Lo6i mat: 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
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- 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 (%)

- 2tuan 7(63,6) 9 (81,8) 0,10

- 6 thang - 10 (90,9) -
Cai thién TES: n (%) 0,01

- 12 thang 12 (46,2) 22 (84,6)

Ghi chii: (9: x2 test. TES: Total eye score: tong diém mdt. *Chi
nhém DON (MP: 11 mat & MP+Aza: 11 mdt.). Nhém MP sau 2
tuan cé 7/11 mdt (63,6%) cdi thién thi lyc, sau 6 thang, mat theo
doi 6 mdt (3 ca), chi con Smat, trong do 3 mdt cdi thién. Nhom
MP+Aza: sau 2 tudn c6 9/11 mdt (81,8%) cdi thién, sau 6 thing,
c6 10/11(90,9%) mdt cdi thién.

3.2.3. So sanh bién chirng ciia MP va MP+Aza

Bién chung diéu tri duoc so sanh & cac bang 3.9; 3.10; 3.11.

Bang 3.9 cho thdy, sb nguoi bi tac dung phu (TDP) trong
nhom MP + Aza 13 14 (53,8%), cao hon sé ngudi bi bién cb trong
nhom MP la 8(30,7 %), tuy nhién, khac biét khong cé y nghia
thong ké (p = 0,09). Tong s6 lugt TDP ctia nhém MP+Aza (30)
cling cao hon nhom MP (17). Tuy nhién, ca 2 nhom, khong co
truong hop nao c6 TDP ning trd 1én (> d6 3). M&i nhom déu co
1 truong hop phai ngung diéu tri vi bién ching viém loét da day

ta trang mirc do 2, bénh nhan tir chdi diéu tri tiép.



16

Bdng3.9: So sanh cdc chi s6 TDP chung ciia nhom

Bién chirng Nhém  Nhém p
MP MP + Aza

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

Tong s6 luot TDP: n 17 30

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

TDP > d9 3 0 (0) 0 (0)

Bdng 3.10: Tdc dung phu trén cong thirc méu va chi sé sinh hod

Nhém
TDP trén xét nghiém Nhom MP Ghi cha *
mau va sinh héa MP
Aza
. 3 3.500/mm’
Giam Bach cau: n bo1l 0 2
3.800/mm’
bol 0 2 60 ; 80 U/L
Tang ALT: n
bo2 0 1 130 U/L
bol 0 2 43; 72 U/L
Tang AST: n
bo2 0 1 130 U/L
Tang Creatinine:n  Do1 0 1 134mM/L
Tang duong mau:n Do 1 1 0 150mg%

Bdng 3.11:So sanh cac tac dung phy thuong gap khac

Nhom Nhom
Cac TDP khac p
MP MP + Aza
0
Da day ta trang, n(%) 1(3,8) 1(3,8)
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b6
2(7,7) 4 (15,4)

2

Dic diém Cushing Do
3(11,5)  2(7,7)

n(%) 2

, Do
Mét ngu, n(%) | 3(11,5)  2(7,7)

Do

Danh tréng nguc, n(%) . ' 3(1L,5) 2(7,7)

bo
Rung toc, n(%) | T 0(0) 3(11,5)
X b6
Buon nén, n(%) | 0 (0) 1(3,8)
Tang nhan ap 4 (15,4) 5 (19,2)

3.3.  Phan tich cac yéu t6 danh hwong dén hiéu qua kiém
soat viém
Bdng 3.12: M6 hinh COX wébe tinh anh huéng cia cic yéu té

nguy co dén két qua kiém sodt hoat tinh

HR KTC95% p
Tudi (ndm) 0,95 0,91 —1 0,05
Gidi (nam/nir) 2,3 0,68-7,84 0,18
Hut thubc 14 (co/khong) 1,98 0,61 -6,39 0,25
Thoi gian phat hién
\ , 1,01 0,98 -1,05 0,49
ton thuong mat (thang)

TR-ADb (IU/L) 1,00 0,97-1,04 0,86
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CAS (diém) 0,45 0,26 -0,77 0,00
D6 161 mit (mm) 1,16 091-1,47 0,23
Song thi (c6 / khong) 0,66 0,42-1,05 0,08
Nhom (MP/MP+Aza) 3,31 1,20-8,51 0,01

Theo d6, nhom MP ¢ ti 1¢ hoat tinh khong kiém soat dugc tinh
chung 12 thang cao hon nhom diéu tri bing MP + Aza 1a 3,3 lan.
Khac biét co ¥ nghia thong ké, (p = 0,01). Ngoai ra, bénh nhan
¢6 CAS cao hon 1 diém (trudc diéu tri) thi ti 1¢ hoat tinh khong

kiém soat sau di€u tri s€ giam 2,2 lan.

Chuwong 4:  BAN LUAN
4.1. Tinh hiéu qua cia MP va MP + Aza.

4.2.1. Hiéu qua lén d§ viem

Trong nghién ciru nay, ti 1¢ kiém soat hoat tinh (dat bét
hoat) sau 6 thang ciia nhém MP va nhém MP + Aza lan luot 1a
63% va 84%. Diéu nay c6 nghia 14 vin con 37% & nhoém MP va
16% & nhom MP + Aza van con & trang thai hoat tinh, can duogc
diéu tri. Nhin chung trong 12 thang, ti 1& con hoat tinh, ctia nhom
MP cao hon nhém MP + Aza 3.3 1an sau khi da diéu chinh cac
yéu t6 nguy co. Chung t6i cling tim duogc thoi gian dat bat hoat
trung binh khi diéu tri bénh nhin gidp hoat tinh bing MP don
thuan 14 6,1 thang, dai hon c6 ¥ nghia so v6i thoi gian 4,1 thang
khi diéu tri bing MP + Aza (p = 0,04).

Céc nghién ctru trén thé gioi (bang 4.1) cho thay: ti 16

bénh nhan bat hoat sau 1 liéu trinh diéu tri d6i voéi
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Methylprednisolone tinh mach don liéu phap, thay ddi tir 45%
- 80%, tuy theo liéu lugng timg xung, khoang cach giira cac xung,
téng lidu...Va, so v6i két qua ctia chiing t6i 1a phu hop

Bdng 4.1: So sanh hi¢u qud ciia cdc logi Methylprednisolone don

liéu phap
Tac gia Nim  Liéu phap % bt
cong hoat sau
b 6 thang
Van Geest & Cs 2008 4 x 500 ivMP? 67%
Roy & Cs [111] 2015 4 x 500 ivMP? 80%
Tembe & Cs 2010 1 x 1000 ivMP* + 75%
[119] Pred
2012 12 x 250 ivMP! 45%
Bartalena & Cs 12 x 540 ivMP! 65%

12 x 830 ivMP' 60%

2014 16 x 500 ivMP' 70%

16 x 830 ivMP' 70%

Anh & Cs (MP) 2015 4 x 500 ivMP? 63%
4x500ivMP*+ Az 84%

Vannucchi & Cs

MP+Aza
Ghi chii: 4 x 500 ivMP® : Methylprednisolone 500mg tinh mach
x 3 ngay lién tiép, lap lai 4 lan, méi lan cach nhau 1 thing.
O nhanh diéu tri MP + Aza két hop, ti 1& bét hoat sau 6
thang diéu trj cua nhanh dung MP + Aza trong nghién ctru nay 1a

84%, cao hon ti 1€ 63% & nhanh dung MP don thuan, va cling cao
hon ti 18 (thay doi tir 45 — 80%) ctia cac nghién ctru khac véi liéu
phap MP don thuan.
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4.2.2. Hiéu qua trén d0 nang

Sau 6 thang diéu tri, mic du gita nhém MP + Aza va
nhém MP khéng cé su khac biét vé cai thién do rong khe mi, vé
giam d¢ 16i mét. Tuy nhién, nhém ding MP + Aza tét hon nhém
dung MP vé mirc do cai thién van nhdn (65,4% so voi 30,8%),
cling nhu mirc do cai thién song thi (61,5 so voi 26,9%). Khac
biét ndy c6 y nghia thong ké tai thoi diém 6 thang, 12 thang (bang
3.6).

So vdi cac nghién ciru khac, ti 18 cai thién 161 mat, do
rong khe mi, van nhan va song thi ciia ching t6i & nhanh
MP+Aza cling cao hon, trong khi nhanh MP don thuan lai ¢ su
tuong dong (bang 4.3)

Bdng 4.3: So sanh ti Ié cai thién do rong khe mi, 16i mdt, van
nhan, song thi gitta cdc nghién ciru.
Ti 1€ cai thién sau 6

o b thing
facgia Licuphap khe Lo6i Véan Song
mi mit nhdn thi
Kahaly 12x500MP' - 60 46 46*
Bartalena  12x250MP' 23 32 21 -
& Cs 12x500MP' 19 20 26 -
(2012) [20]  12x830MP" 19 21 46 -

Beleslin 6x500MP? 68 44 - 42
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Chalvaszit
1x500MP'
& Cs 65
+Pred+Azatxa
(2014)
Anh & ¢S 4x500MP? 11,5 30,8 30,8 26,9
(2015) 4x500MP*+Aza 30,8 46,2 654 61,5

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

o Hi¢u quad trén thi luc

Hiéu qua 1én thi lyc cia nghién ctru nay cia nhanh diéu tri
MP+Aza 13 90% nhat quan véi ti 16 d3 dugc bao céo ciia Meyer
va Claridge (100%), cao hon cac tac gia diéu tri voi liéu phap
MP tinh mach don thudn: tir 39% - 77,8%. Su khéc biét vé két
qua cai thién va bao tdn thi luc 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 dugc dung.

4.3. Tinh an toan

Trong nghién ctru niy, ngoai nhitng bién ching thong
thuong ké trén, khong co bién chirng nao moi la xuét hién. Céc
bién cb thuong gip do Methylprednisolone tinh mach xung nhu
Cushing, danh tréng nguc, dau thuong vi, kho ngu, ting nhan ap
gip déu & ca 2 nhoém véi tan sb thap (bang 3.10). Tong sb ngudi
bi bién cd trong nhom MP + Aza 1a 14 (53,8%), cao hon so véi
sO ngudi bi bién ¢ trong nhéom MP 8 (30,7%), tuy nhién khac
biét khong co ¥ nghia (p = 0,09). Tan suit bién ching cao hon
nay chi yéu 1a do tac dung phu cta Azathioprine nhu giam bach
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cau nhe, rung toc. Nhom MP + Aza c6 2 ca phai ngung diéu tri:
1 vi bién chirng viém da day t4 trang, 1 do mét méi kho chiu.
Nhom MP ciing ¢6 1 ca ngung diéu trj vi viém da day ta trang. O
nhom MP + Aza c6 1 ca tang men gan nhe (ASAT: 78, ALAT
99) vao thang thir 6, 1 ca ting creatinine nhe, 2 ca giam bach cau
nhe. Tat ca déu tré vé binh thuong khi giam liéu Azathioprine
con 50mg/ngay sau 1 thang. Khong c6 nhom nao xay ra bién cd
ning. Riéng bién cb ting nhin ap thuong xdy ra trong qué trinh

truyén MP va tat ca déu kiém soat dugc voi thudc ha nhan ap.

4.4. Cic yéu t6 anh hwong dén kiém soat hoat tinh

Phan tich hdi qui COX cho thiy, nhom diéu tri bang MP
don thuan c6 nguy co khong kiém soat duoc hoat tinh cao gip
3,3 lan nhom diéu tri bang MP + Aza (HR = 3,3; p= 0,01; bang
3.10). Ngoai ra, mac du tat ca cac bénh nhan trude diéu tri déu &
pha hoat tinh (CAS > 3), nhung mirc d6 nang cia CAS cling dugc
tim thay 1a yéu t6 anh hudng thém vao hiéu qua kiém soat hoat
tinh. Bénh nhan tang 1 diém CAS thi ti 1€ hoat tinh con lai (hoat
tinh khong kiém soat dugc) giam di 2,2 1an (bang 3.11). Nghia
14, bénh nhan c¢6 diém CAS cang cao (cang viém nhiéu) thi ti 18
kiém soat hoat tinh cang tot.

Két qua nay ciing nhit quan véi két qua Kahaly [72], va
ctia Roy trong 1 béo cdo mdi ddy [111]. Mot bénh nhan & thé
viém, sung huyét, nhit 1a dén sém thi rit dap tmg véi
Glucocorticoid so voi 1 bénh nhin khéng phai thé viém, hodc
viém it va dén muon. Cac yéu té khac nhu: gi6i tinh, tudi, hut
thudc 14, mirc TR-Ab trong mau, diéu tri bang *'I, d6 ning va do

hoat tinh ciia bénh nhan trudc khi diéu tri, trong mé hinh nay,
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khong thay anh hudng co ¥ nghia thong ké. Ly do cho van dé nay
c6 thé do ddy 1a mét thir nghiém phan bd ngau nhién, nén cac yéu

t6 nguy co phin bd déng déu giira 2 nhom.

KET LUAN

Qua nghién ctru diéu tri bénh nhin giap giai doan tién
trién bang cach so sanh tinh hiéu qua va tinh an toan cia liéu
phap MP + Aza véi MP ching t6i rit ra nhitng két ludn sau:

1. Hiéu qua diéu tri

1.1. Tinh hiéu qua

Ca 2 liéu phap MP va MP + Aza déu c6 hiéu qua trong kiém
soat hoat tinh. Tuy nhién, MP + Aza c6 hiéu qua hon MP. Sau 6
thang, nhém MP ¢6 63%, nhoém MP+Aza c6 84% duoc kiém soat
viém. Thoi gian kiém soat viém trung binh cua liéu phap MP 1a
6 thang, cia MP+Aza la 4 thang.

Ca 2 liéu phap MP va MP + Aza déu c6 hiéu qua trong cai
thién van nhan (30 so voi 65 %), cai thién song thi (26 so voi
61%), giam do rong khe mi (11 so voi 30%), giam 16i mit (30 so
v61 46%). Tuy nhién, liéu phap MP + Aza c6 hiéu qua hon MP
trong cai thién van nhan va cai thién song thi. Ti I¢ cai thién thi
luc ctia MP+Aza 1a 77%.

1.2. Tinh an toan
Ca 2 liéu phap MP va MP + Aza trong nghién ctru nay déu

¢6 nhitng tac dung phu nhu: Viém loét da day ta trang, dic diém
Cushing, mét ngi, danh tréng nguc & mtc d6 nhe va trung binh

v6i tan s6 thip (< 5). Khong c6 tac dung phu nao & mic do ning.
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Liéu phap MP + Aza cé thém nhiing tac dung phyu ma MP don
thuan khong c6 nhu: ting men gan, giam bach cau, rung toc voi
ti 16 < 11%. Tt ca nhitng TDP ndy déu & mirc nhe va bién mit
khi diéu chinh liéu luong Azathioprine.
2. Cac yéu t6 anh hwéng dén kiém soat hoat tinh: 13 phuong

thire diéu tri va do viém 1am sang trudc diéu tri.

Diéu tri baing MP don thudn c6 ti 1& viém khong kiém soat
duogc sau 12 thang cao hon diéu tri két hop MP + Aza 3,3 lan.

Ctr tang 1 diém CAS trudc diéu tri, thi ti 1& viém khong kiém

soat duoc giam 2,2 lan.

KIEN NGHI

1. Liéu phap két hop MP + Aza nén duoc can nhéc sir dung ddi
v&1 nhitng truong hgp bénh nhan giap hoat tinh c6: viém mo
mém nang, két hop song thi va han ché van nhan ning, hoac
c6 de doa mét thi luc, dic biét, voi nhiing truong hop dap
tng kém hoic khong dap tng sau 6 tuan diéu trj bang liéu
phap MP don thuan.

2. Tiép tuc nghién ctru so sanh hiéu qua cai thién, bao ton thi
luc, va nhu cau phau thuat giam 4p cia 2 liéu phap MP va

MP + Aza véi ¢& mau 16n hon.
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