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SUMMARY
Update on diagnosis and treatment of
Graves’ orbitopathy

Graves’ orbitopathy (GO), also known
as Graves’ Ophthalmology or Thyroid
Associated Orbitopathy, is an autoimmune
inflammatory process of the orbit closely
related to the disorder thyroid function. The
overall incidence of thyroid eye disease
is 16/100.000 cases/year in women and
2.9/100.000 cases/year in men [3]. According
to statistics, GO in 25-30% of patients with
Graves’ disease, some studies estimate the
rate can be up to 50%, because some cases
clinical manifestations are very discreet,
so need the help of imaging equipment
[9]. GO is not only in the hyperthyroid
phase but in any stage of Graves’ disease
such as hypothyroidism or hypothyroidism.
Previously, GO is considered to be one of the
extrathyroidal manifestation of the Graves’
disease. However, GO can be considered as
a separate disease of ophthalmology with its
own characteristics of pathogenesis, symptoms
and treatment. Clinical manifestations of GO
can vary from very mild to sight-threatening.
Of these, lid retraction occurs in more than
90% of patients during the natural course of
the disease, 60% of exophthalmos (unilateral
or bilateral), 40% of decrease in eye motility
and optic neuropathy (unilateral os bilateral)
accounts for 5% [2]. There are many risk
factors that influence the emergence and
In which,

development of GO. there
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are factors that cannot be adjusted and
there are factors that can be adjusted.
The maintenance of euthyroidism is an
important goal in the treatment of GO [11].

TOM TAT

Bénh nhan gidp con dugc goi la bénh
mat Graves (Graves Orbitopathy, Graves
Ophthalmology) hay bénh hdc mit lién quan
tuyén giap (Thyroid Associated Orbitopathy)
1a mot qua trinh viém tu mién cua hbc mat
c6 lién quan chit ch& t6i tinh trang réi loan
chtrc nang tuyén giap. Ti 1é phat sinh chung
cua bénh nhan giap 1a 16/100.000 ca/nam &
nir va 2,9/100.000 ca/nam & nam [3]. Theo
théng ké, bénh nhin giap biéu hién & 25-
30% bénh nhan méic bénh Graves, mot sb
nghién ctru udc tinh ty 18 co thé 1én dén
50%, do mot sb trudng hop biéu hién 1am
sang rat kin dao nén can sy tro gitp cia
phuong tién chan doan hinh anh [9]. Bénh
nhan giap khong nhitng biéu hién ¢ giai
doan cudng giap ma & bat ki giai doan nao
cua bénh Graves nhu binh giap hoac suy
giap. Trudc ddy, ngudi ta coi nhitng bicu
hién ¢ mit trong bénh Graves la mot trong
nhitng biéu hién toan than cua bénh. Tuy
nhién, bénh nhan gidp co thé duoc coi la
mot bénh ly riéng cua nganh nhan khoa
voi nhirng dic diém vé& sinh bénh hoc,
triéu chung hoc va diéu tri riéng. Biéu
hién 1am sang c6 thé thay doi tir rat nhe
cho dén de doa thi luc. Trong do, co tron mi
trén xay ra & hon 90% bénh nhan trong sudt
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qué trinh tién trién tu nhién cua bénh, 60% 15
mét (mdt bén hodc hai bén), 40% han ché van
nhan va bénh 1y thi than kinh (mot bén hoic
hai bén) chiém 5% [2]. C6 nhiéu yéu té nguy
co anh hudng dén xuét hién va su tién trién
ctia bénh nhin giap. Trong do, ¢ cac yéu td
khéng diéu chinh duoc va c6 nhiing yéu tb
diéu chinh dugc. Viéc duy tri sy binh giap
la mdt muyc ti€u quan trong trong diéu tri
bénh nhén giap [11].

Tac gia lién hé¢: Duong Anh Quén
Ngay nhén bai: 2/6/2023

Ngay phan bién khoa hoc: 7/6/2023
Ngay duyét bai: 15/6/2023

BENH NHAN GIAP

Bénh nhan giap 1a tinh trang viém ty mién
ciia cac md héc mit va 1a biéu hién bénh
ngoai tuyén giap thuong gip nhit ¢ nhiing
bénh nhan mic bénh Graves. Bénh nhan giap
khong nhiing biéu hién & giai doan cudng giap
ma & bat ki giai doan nao cua bénh Graves
nhu binh gidp hoac suy giap. Bénh nhan giap
dién tién ning va de doa thi luc chiém khoang
3-5% tong s6 bénh nhin gidp, bao gdm hinh
thai chén ép thi than kinh, ton thuong giac
mac ning do 16i mat.

Bénh nhan gidp tac dong lom dén sirc khoe
thé chat lan tinh than, lam giam chdt lugng
cudc séng cua bénh nhan, anh hudng dén
thAim my, gdy ra su tu ti.

1. PAC PIEM BENH NHAN GIAP

1.1. Co ché bénh sinh

Khoi phat va dién tién bénh nhan giap
lién quan chat ché va thuong dong bod véi
bénh Graves ¢ giai doan cuong giap. Tinh
trang cuong giap ciing lam bénh dién bién
nang 1én. Sy hién dién cia TRAD lién quan
dén hoat dong va muc do nang cua bénh nhan
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giap. Thu thé cua hormone kich thich tuyén
giap (Thyroid Stimulating Hormone Receptor
- TSH-R) hién hién & té bao ciia tuyén giap,
cling hién dién ¢ bé mat nguyén bao soi mod
hdc mit [9].

Sau khi gin vao thy thé trén bé mit nguyén
bao soi md hdc méit, TRAb kich hoat chudi
phan tng mién dich din dén sy xam nhap
clia té bao lympho B, lympho T hoat hoa,
cac nguyén bao sgi mang phtirc hop CD34+
1a tién than cua té bao co va té bao md. Céc
té bao bi xdm nhap nay phéng thich hang
loat chat trung gian tién viém nhu interferon
gamma (IFN-y), yéu t6 hoai tir khdi u alpha
(TNF-a), interleukin-2 (IL-2), interleukin-6
(IL-6), leukolegulin..., kich thich manh mé&
su tong hop glycosaminoglycan (GAG) bao
gdm ca acid hyarulonic (HA) [6]. Cac HA ua
nude dan dén su phi dai ciia mo lién két va
co hdc mit, lam can trd tudn hoan tinh mach
va bach mach trong héc mat. Qué trinh nay
gy ra mot loat cac triéu chirng & mét. Sy phi
dai ciia mo lién két hdc mit, cac té bao co,
té bao md trong hdc mit c6 thé tich han dinh
dan dén 16i mat. Qua trinh viém cua co hdc
mit dan dén sy suy giam chirc ning co va
rdi loan hoat dong phdi hop co hai mit gay
ra song thi. Bénh dién tién kéo dai dan dén
tinh trang xo hoda co ngoai nhan, biéu hién
gioi han véan nhan, lac. Theo mot s tac gia,
ngoai con dudng phong thich chét trung gian
tién viém, con co sy dong gop cuia cac yéu td
tang truong vao co ché bénh sinh bénh nhan
giap. Nguoi ta thdy trén bé mat nguyén bao
soi mo héc mit co sy biéu hién qua murc cac
thu thé cta yéu té ting trudng giéng insulin
(IGF1-R), cac thy thé nay ciing bi dong hoat
héa bai phire hop TRAD va TSH-R, dan dén
tang cuong xam nhap lympho T va lympho
B, ting san xudt chat trung gian tién viém,
tang tong hop HA [9].
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Hinh 1. Co ché bénh sinh bénh nhan giap [9]

Binh thuong

Bénh nhan giap

Hinh 2. Giai phiu mé t bénh sinh bénh nhan giap [14]

1.2. Tién trién ty nhién ciia bénh nhan gip

Bénh nhan giap co6 2 giai doan: giai doan
hoat dong (active phase) va giai doan khong
hoat dong, 6n dinh (inactive phase # stable
phase). Giai doan hoat dong thuong kéo dai
tir 6 — 24 thang, biéu hién bai viém hdc mit,
161 mat, co tron mi, han ché vén nhin, song
thi, nang hon 1a mét thi lyc [15].

Trong giai doan hoat dong, céc tri¢u chung
tién trién nang nhét, rdi giam dén va 6n dinh &
giai doan khong hoat dong. Giai doan dn dinh 1a
su thodi lui ciia qua trinh viém. Tuy nhién, cac
déu chimg 16i mat, co tron mi, han ché van nhin
van con tdn tai & mot mie do nao do. Tién trinh
tu nhién ctia bénh nhan giap duoc biéu thi bang
dudng cong Rundle (biéu do 1) [4].
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Biéu d6 1. Puong cong Rundle va dién tién ctia bénh nhan giap [4]

1.3. Cac yéu té nguy co ciia b¢nh nhin giap

Bang 1. Cac yéu t6 nguy co ctia bénh nhan giap [7], [9]

Yeéu to ngi tai

- Nit gi¢i mic bénh chiém ty 1¢ cao hon.

Gisi
o1 - Nam gioi ty 1€ bénh ndng cao hon.
Chung toc - Chau Au chiém ty 1& cao hon chau A va chau Phi.
- Tubi khoi phat bénh 1y tuyén giap cang cao cang dé biéu hién bénh
2. nhdn giap.
Tuoi

- Tudi khoi phat bénh nhin giap cang cao cang dé biéu hién bénh &
muc dd nang.

Thoi gian méc
bénh tuyén giap

- Thoi gian biéu hién cudng giap cang lau cang d& mac bénh nhan giap.

Cac yeu to
sinh hoa

- Réi loan chirc ning tuyén giap, bao gdm ca cudng giap va suy giap, dé
dan dén ty 1¢ mic, mirc 6 ning cta bénh nhin giap hon tinh trang binh
giap (gap 2,8 lan) [13]

- Higu gia khang thé khang giap cao lién quan mat thiét véi ty 1é mac, ty
1& bénh nhén giap tién trién ning, cling nhu bao hiéu bénh dap tng kém
v6i diéu tri cling nhu kha nang tai phat sau diéu trj cao.
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bicu tri

- Piéu tri cudong giap bang liéu phap xa tri ting nguy co dién tién ning
bénh nhan giap voi khoang 15% cac truong hop [10]

Yeéu to moi trwong

Hut thudc 14

- La yéu td da dugc chimg minh tac dong manh mé dén bénh nhin giap
- Tién trién ctia bénh nhén giap & nguoi hat thude 14 cao gap 7 1an so voi
nguoi khong hut thude 14 [2].

- Ca hat thude 14 chu dong va thy dong déu d& din dén bénh nhan giap ¢
bénh nhan c6 bénh tuyén giap.

- Lam két qua diéu tri bénh 1y tuyén giap han ché, lam bénh nhén giap dé
dién bién ning, nhat 14 & nhimng bénh nhan diéu tri bang liéu phap xa tri.
- Lam hiéu gia khang thé khang giap cao kéo dai trong sudt qua trinh

diéu tri.

Cholesterol

fat cao nhin gigp [1]

- La y€u t0 nguy co mdi va ti€ém an ctia bénh nhan giap [10]
- Viéc str dung statin co lién quan dén viéc giam nguy co xuat hi¢n bénh

1.4. Biéu hién 1am sang ciia bénh nhin
giap

Khai thac tién s, bénh str, cac triéu ching
va tham kham doéng vai trd quan trong trong
chin do4n bénh nhén giap.

Triéu chirng co nang

- Cam giac di vat, kich thich chay nudc
mat séng.

- Cam gic cang, dau sau héc mét. Pau ty
nhién hoic khi liéc mét, dau ting khi liéc mat.

- P mi, d6 két mac.

- Réi loan thi giac: giam thi lyc, r6i loan
sdc giac, song thi.

Triéu ching thuc thé

- Co tron mi.

- Phit mi mét, phi két mac.

- Lbi miit.

- Giac mac: kho biéu md, viém giac mac,
viém loét giac mac,...

- Han ché vén nhan.

Bénh nhan giap co thé khong can ximg &
hai mét, d6i khi bénh chi & mot méit. Theo mot
s6 nghién ctru, ty 1& bénh biéu hién & mot mat
chiém khoang 4,5-9%, ty 1& khong can ximg
chiém khoang 9-34%. Bénh nhan giap bicu
hién & mot mét can chan doan phan biét véi
cac bénh ly anh huong mdot bén hdc mét nhu u
héc mit, gia u hdc mét, lymphoma héc mit, do
dong mach canh xoang hang,... [7]

1.5. Vai tro va gia tri cac xét nghiém céin
lam sang

Chan doan can 1am sang hitu ich trong
nhitng trudng hop biéu hién 1am sang kin d4o.
Chup cong hudéng tir (MRI): Dau hiéu kinh
dién trén MRI cta bénh nhan giap la 161 mt,
phi dai m& hdc mit trong va ngoai chop, ting
kich thudc co van nhan, ¢ truong hgp nang cod
hinh anh thi than kinh bi chén ép.
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Chup cét 16p vi tinh (CT scan) khao sat
tot cAu tric xuong nén dugc chi dinh chuin
bi truée phiu thuat giam ap hdc mit va gitp
theo doi sau phau thuat.

Siéu 4m hdc mat: Siéu 4m Doppler mach
goi y su viém hdc mit qua do ludng thiy gia
tang dong chay mach mau héc mat va can tré
tudn hoan tinh mach.

Xét nghiém mau: xét nghiém TRAD c6 gia

Réi loan

chirc ning tuyén giap

Lbi mét
Co tron mi

Chén ép thi thin kinh

Tbn thwong co

ngoai nhin

\ | X
i L | I L

Hinh 3. Hinh anh chup MRI cta bénh nhan bénh nhan giap

tri dac hi¢u trong chan doan bénh, dic biét
trong céac truong hop: bénh khoéng co trigu
chung, bénh nhin giap biéu hién & mot mat
cling nhu tién lugng kha nang tai phat & céc
bénh nhan diéu trj ndi khoa.

1.6. Chan do4n bénh nhin giap

D¢ tiéu chuan héa chan doan, G. B.
Bartley va cong sy di dé& nghi chan doan
nhu so d6 1 [5].

Lbi mit

Réi loan
chirc nang

P Chénépthjthﬁnkinh
tuyen giap

Tén thwong co
ngoai nhin

So @6 1. Chan doan bénh nhén giap [5]

Nghi téi bénh nhan giap néu co co tron
mi xdy ra cung triéu chimg cua rdi loan
hormone giap, hoac 16i mat (do 16i mat >
17mm), hodc c6 giam thi luc do chen ép
thi than kinh, hodc biéu hién & co ngoai
nhan (han ché van dong, hodc phi dai co
van nhan xac dinh béng chyup CT scan/MRI
hodc bang siéu 4m). Hinh anh 1am sang c6
thé xuit hién chi & mot mat hodc ca hai mat
bénh nhan.
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2. PHAN LOAI VA PIEU TRI BENH
NHAN GIAP

2.1. Phin loai bénh nhan giap

Nam 1989, phén loai chi sb hoat dong 1am
sang (CAS - Clinical Activity Score) ra doi dé
xéc dinh bénh nhan giap dang ¢ giai doan hoat
dong hay giai doan 6n dinh. M&i déu hiéu duoc
tinh mot diém. Thang diém CAS 16n hon hoic
bang 3 diém cho thiy bénh dang ¢ giai doan
hoat dong va can can thiép diéu trj.
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Bang 2. Phan loai CAS [10], [12]
Phén loai ban dau chi s6 CAS, 1 dén 7 diém

1. Pau ty nhién phia sau nhan cau

Pau . ~ A ‘1A
2. Pau phia sau nhan cau khi liéc

3. D6 mi mit

bo 4. D6 két mac

5. Phu mi mat

Phu 6. Phu két mac )

7. Viém cuc 1¢ va/hodc nép ban nguyét
Pinh gia chi s6 CAS sau theo déi 1-3 thang, 1 dén 10 diém

8. Giam van dong nhén cu > §°

9. Giam thi lyc > 01 dong trén bang Snellen

Giam chuc nang mat

Lo6i mat 10. Tang 16i mat > 2mm

Bang 3. Phan loai bénh nhan giap theo NOSPECS [12]

Phin d9 | KY hi¢u Pic diém Mo ta
R e ; - Khéng than phién gi.
0 N Khong c6 triéu chiing - Khéng ¢ du hiéu bénh.
R , - Khong than phién gi.
! © €6 tricu chimg - C6 d4u hiéu nhe nhu tron mi.
- Choi sang.
o A2 - Cang cing mat.
2 S Lién quan m6 mém _ Phul mi mat.
- Phu két mac.
3 P Loi mét - Mit 16i.
4 E Lién quan co védn nhan - Gidi han vén nhan, song thi.

Biéu hién bénh 1én

5 C -
glac mac

- Viém giac mac, loét giac mac.

- Giam thi luc va rdi loan thi luc

6 S Giam va thi luc .
mau.

Hoi ddng chau Au vé bénh nhén gidp (European Group on Graves’ Orbitopathy- EUGOGO)
dua ra bang phan loai danh gia ca vé do nang va muc do hoat dong ctia bénh.

Béang 4. Phan loai bénh nhan gidp theo EUGOGO [8], [10]

Bénh nhin gidp anh hudng nhe 1én chit lugng cude séng bénh
nhan. Bénh nhan c6 mot hodc nhiéu hon cac ddu hiéu sau:

1. Co tron mi nhe < 2mm.

Nhe 2. Lién quan md mém nhe: phu mi mat, phu két mac.

3. Lbi mét < 3mm.

4. Song thi thoang qua hoac khong song thi.

5. Kho mit nhung dap tng tot voi nude mit nhén tao.
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Trung binh - nang

Bénh nhan giap khong de doa thi luc nhung anh hudéng o rang Ién
chat luong cudce sdng bénh nhén, can phai diéu tri tich cuc. Bénh
nhan c6 hai hodc nhiéu hon cac du hiéu sau:

1. Co tron mi > 2mm.

2. Lién quan m6 mém trung binh - ning.

3. Loi mat > 3mm.

4. Song thi theo hudng hoac lién tyc.

Pe doa thi luc

Bénh nhan giap voi bénh 1y thi than kinh chén ép va/ hodc ton
thuong giac mac nang, can can thi€p di€u tri ngay lap tac.

2.2. Piéu tri bénh nhin giap

biéu tri: dua trén muc do nang cua bénh
va dua trén phan loai bénh c6 dang ¢ giai
doan hoat dong hay khong.

Diéu tri toan dién bénh nhan giap can su
phéi hop cia cac bac sy nhidu chuyén khoa
nhu ndi tiét, nhan khoa, xa tri, ph?lu thuat.

Piéu tri cac yéu té nguy co

- Bénh nhan can bé hat thudc 14.

- Piéu tri 6n dinh bénh tuyén giap dé dat
dugc tinh trang binh giap.

Diéu tri tai chd

- Nu6c mét nhan tao dang nuée hoic dang
gel (ban dém).

- Kinh mét loc tia UV.

- Nam ngu tu thé dau cao dé giam phi mi
mit, phu Kkét mac.

- Chudm lanh mi mét.

Bénh nhan giap mirc do nhe

Bénh nhan giap giai doan nhe tac dong nhe
1én chat lugng séng bénh nhan, da sé tu gisi
han, ngoai diéu tri yéu td nguy co, diéu tri tai
chd, c¢6 thé phdi hop:

- B6 sung Selenium trong 06 thang.

- Tiém dudi két mac Botulinum toxin chi
dinh khi co tron mi trén.

Bénh nhan giap mirc do trung binh - nang

Bénh nhan gidp muc d6 trung binh - ning
tac dong dang ké 1én chét lugng cudc séng
bénh nhan, tuy theo bénh ¢ giai doan hoat
dong hay giai doan on dinh ma ké hoach diéu
tri khac nhau.
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- Giai doan hoat dong: Chi s6 CAS >3
diém.

+ Lwa chon dau tay: liéu phép
Glucocorticoid tinh mach.

Methylprednisolon tinh mach mdi tuan
trong 06 tuan tiép theo, téng lidu khong qua
4,5g Glucocorticoid duong udng cho thay it
hiéu qua hon, diéu tri dai ngay hon, hay gip
tac dung phu hon.

* Xa tri hoc mét, dic biét 1a xa tri dinh vi,
kiém soat liéu. Tac dung khong mong mudn
1én moé lanh 14n c4n nhu tuyén 18, thé thuy
tinh, vong mac. Chéng chi dinh & bénh nhan
tré (<35 tudi) vi nguy co sinh ung thu.

# Cyclosporin 1a thudc tc ché calci, ngin
su phong thich IL-2 tir té bao lympho T, nén
ciing gitip giam viém hoc mat. Thude thudng
ding két hop véi Glucocorticoid duong udng.
Téac dung phu hay gép la doc cho gan, than,
phi dai nuéu, ting huyét ap.

* Rituximab 1a khang thé don dong chéng
lai protein CD20 trén bé mit té bao lympho
B. Hiéu qua céi thién triéu chig viém trong
bénh nhan giap duogc bao cdo trong vai nghién
ctru va dang tiép tuc nghién ctru.

* Cac thudc e ché mién dich khac nhu:
Azathioprine, Methotrexate, Mycophennolate
Mofetil,...

* Cac thudc sinh hoc khac: Tocilizumab,
Teprotumumab, Etanercept,...

- Giai doan 6n dinh:

Bénh nhan giap mac d0 trung binh -
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nang, khong hoat dong néu anh huong dang
ké dén chat luong séng bénh nhan nhu song
thi, co tron mi, 1di mét,...c6 thé chi dinh
phau thuat. Luu y raing phiu thuét chi dugc
chi dinh diéu tri khi qua trinh viém da duoc
diéu tri on dinh it nhit 06 thang. Cac phau
thuat bao goém:

+ Phau thuat giam ap hoc mit.

+ Phéu thuat co van nhan.

+ Phau thuét tao hinh mi.

Bénh nhan giap murc do de doa thi luc

Khoang 3-5% bénh nhén giap dién tién ning
de doa thi luc, véi bénh canh chén ép cép tinh
thi than kinh hodc hé mét ning gy ton thuong
gidc mac nghiém trong.

Phau thuét giam ap hdc mét cip ciru duoc
chi dinh, can diéu tri liéu phap Glucocorticoid
tinh mach truéc phau thudt it nhat 03 ngay.

Hi dong chau Au vé bénh nhin giap (EUGOGO) dwa ra phac d6: 500mg
Methylprednisolon tinh mach mdi tuin trong 06 tuin dau tién va 250mg

BNG

[

trung binh — nang

|

'

PN

S

diéu tri

<

Kham mat
MRI

v
BNG
giai doan 6n dinh

—

Chuyén vién

Chuyén vién

e,

diéu tri cap ctru

Khéng cai thién sau
02 tuan

[ ]

Lwa chon 2

Hinh 4. Huéng dan diéu tri dya theo do hoat dong va do nang bénh nhan giap theo EUGOGO
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