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PAT VAN DE

Cuong gidp ¢ tré em hau hét 1a bénh Basedow, dy 1a
bénh tr mién, do tu khang thé TRAD kich thich té bao tuyén
giép lam tang tong hop va giai phong hormone tuyén giap vao
mau, gdy nén cac biéu hién nhidm doc giap.

Thong qua tac dung cua TRAD 1én té bao tuyén giap va
mot s6 to churc khac, tu khang thé TRAb quyét dinh qua trinh
tong hop va giai phong hormone tuyén giap vao méau, gy nén
cac biéu hién ty mién dic trung trén lam sang nhu biéu hién ¢
mat, pht niém... anh huong dén mic d6 ning, nhe cia bénh.
TRAD ting & 95-100% bénh nhan méic bénh Basedow tai thoi
diém chan doan.

Tré em co thé dang phat trién ca vé thé chat va tam
than, tré mac bénh bi rdi loan ting truong va tim than, dap Gmg
cua tré véi diéu tri ndi khoa tdt hon nguoi 16n, vi thé nguoi ta
uu tién su dung diéu tri ndi khoa bang thudc khang giap trang
tong hop (KGTTH). Diéu tri noi khoa it gdy suy giap truong
dién nén it anh huong dén sy phat trién thé chat va tri tué cla
tré. FDA khuyén cao st dung thubc KGTTH nhém
Methimazole diéu tri cho tré em c6 chi dinh diéu tri ngi khoa,
khéng s dung PTU trong diéu tri ban dau cho tré em vi:
Methimazole tac dung manh it nhat gép 10 lan so voi PTU, thoi
gian ban huy kéo dai, chi can sir dung 1 1an/ngay, nén cai thién
dugc sy tudn thu cua nguoi bénh. Methimazole it gay tac dung
khong mong mudn va nhanh dua tré trg vé tinh trang binh giap
hon so v41 PTU.

Thudc KGTTH c¢6 tac dung uc ché mién dich, tc ché
san xudt tu khang thé TRAb nhung khong e ché duoc hoan
todn qua trinh san xuat ty khang thé TRAD, nén ty 1¢ tai phat
sau khi nging diéu tri khé cao t6i 50-60%.

Mot sb thong s6 sinh hoc khac nhu: tudi mic bénh, thé
tich tuyén giap, muc do ning ctia bénh, cac biéu hién tu mién,



2

su tuan thu diéu tri cua nguoi bénh... cling anh huong dén két
qua diéu tri va tai phat bénh Basedow & tré em.

Trén thé gii c6 nhidu nghién ciru & cac khia canh khac
nhau vé bénh Basedow nhu nghién ctu cua Carlocappelli
(2007) tai Italia v& vai trd cia TRAD va mot s chi sb sinh hoc
dén két qua diéu tri va tai phat bénh Basedow cho thiy néu
bénh nhan c6 ndng d6 TRAD lic chin doan > 46,5 U/L thi
khong thé dat duoc sy thuyén giam bénh béng diéu tri ndi khoa.

O Viét Nam, trong linh vuc Nhi khoa hién chua co
nghién ctru vé mbi lién quan gitra ty khang thé TRAb va mot s6
thong sb sinh hoc dén két qua diéu trj va tai phat bénh Basedow
& tré em diéu tri ndi khoa. Vi vay chung t6i tién hanh nghién
clru d@ tai v6i muc tiéu:

1. M6 td dac diém lam sang, cdn lam sang o bénh nhi
mdc bénh Basedow.

2. Danh gia két qua diéu tri bénh Basedow & tré em
bang thuoc khang gidp trang tong hop nhém Methimazole.

3. Khdo sat va danh gia sy thay doi nong do TRAb va
mot sé théng sé lam sang, cdn lam sang lién quan dén két qua
diéu tri va tdi phat bénh Basedow o tré em.

NHUNG PONG GOP MOI CUA LUAN AN

Nghién ciru da mo ta dac diém 1am sang, can 1am sang
va néng dd TRAD & tré em mac bénh Basedow, thoi gian diéu
tri tAn cong can thiét dé dua tré vé trang tai binh giap va ty 18
tai phat bénh sau 1 ndm theo doi.

Nghién ctru xac dinh duoc mbi lién quan giira ndng do
ciia TRAb & thoi diém chan doan véi tai phat. Dac biét nong do
TRAD tai thoi diém két thuc diéu trj v6i tai phat.

Xac dinh mot sb théng sb sinh hoc nhu tudi luc chan
doan, thé tich tuyén giap, nong do T3 liic chan doan... ¢d lién
quan toi két qua diéu tri va tai phat bénh Basedow ¢ tré em.



CAU TRUC LUAN AN

Luan 4n dai 99 trang (khong ké phan phu lyc va tai liéu
tham khéo bao gém 6 phan: Dit van dé (3 trang), tong quan (30
trang), d6i tuong va phuong phap nghién ctru (14 trang), két
qua nghién ctu (24 trang), ban luan (25 trang), két luan
(3 trang) va khuyén nghi (1 trang). Ludn 4n c6 6 phu luc,
33 bang, 8 biéu d6 va 82 tai liéu tham khao trong d6 10 tai liéu
tiéng Viét va 72 tai liéu tiéng Anh.

Chuong 1. TONG QUAN
1.1. Binh nghia, danh phap, dich 1é hoc
‘Dinh nghia: Basedow la bénh tu mién do cac tu khang
thé kich thich té bao nang giap lam ting tong hop va giai phong
hormone tuyén gidp vao mau gay nén biéu hién nhiém doc giap
trén 1am sang.

Danh phap: Céc qudc gia noi tleng Anh goi 1a bénh
Graves, con & cac quoc gia khac ¢ chau Au thuong goi 1a bénh
Basedow, Viét Nam goi la "bénh Basedow".

Dich té: Bénh hiém gap ¢ tré dudi 5 tudi, ty 1& méc
bénh ting dan theo tudi, nit gap nhiéu hon nam.

1.2. Co ché bénh sinh
1.2.1. Thuyét mién dich

Do xuét hién tu khing nguyén HLA-DR nhom 2 tai
mang té bao tuyén giap kich thich co thé san xuit ra tu khang
thé TRAD, TRAD gin vao thu thé ciia TSH ¢ mang té bao tuyén
giap kich thich té bao tuyén giap tuong tu nhu TSH lam tang
cudng tong hgp va giai phong hormone tuyen giap vao mau
gay nén cac biéu hién nhlem doc giap va cac biéu hién tu mién.
Mién dich qua trung gian té bao:

bic trung chu yéu 1a giam . s6 luong va chuc ning té bao
Ts tai tuyén giap, Iam cho cac té bao Th dic hi¢u dugc giai
phong kich thich cac té bao don nhan lam ting tong hop IFN-y.
IFN-y kich thich té bao tuyén giap lam boc 16 tw khang nguyén
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HLA nhom 2 tai mang té bao tuyén giap. Té bao Th dic hiéu
ciing kich thich cic té bao lympho B lam ting san xuit tur
khang thé TRAb.
1.2.2. Co ché bénh sinh bénh ly mit trong bénh Basedow

Bénh 1y mit do Basedow nam trong bénh canh chung
co ché bénh sinh cua bénh Basedow, xuét hién doc 1ap véi cac
biéu hién 1am sang. Ngudi ta sir dung phan d6 NO SPECS? dé
danh gia mirc d6 ton thuong mat trong bénh Basedow.
1.2.3. Cdc yéu 16 khdc

- Yéu t6 di truyén: hai tré sinh d6i cung trang néu 1 tré
bi bénh Basedow thi tré kia ting nguy co mic bénh Basedow
t61 20% - 30%.

- Stress: dong vai tro quan trong trong khéi phat va duy
tri qua trinh bénh 1y.

- Tuéi: ty 1é mac bénh Basedow ting dan theo tudi.

- Gioi: ty 1€ nl méc bénh nhiéu hon nam.

- 1-6t va mot s6 thudc chiva i-6t: ¢ thé thic day phat
sinh bénh hodc gy tai phat & nhiing ca thé nhay cam.
1.3. LAm sang, cdn ldm sang va chan dodn
1.3.1. Lam sang

Tri€u chung l1am sang c6 mot vai diém khac biét so véi
nguoi lon: roi loan vé ting truong, thay doi tinh tinh, hay hon
rdi, biéu hién vé mit it gip hon va thuong nhe, phu niém trude
xuong chay hay to dau chi rat hiém gap, it gp bién ching tim
mach, dap mg t6t véi diéu tri ndi khoa. Diéu trj noi khoa it gay
suy gidp truong dién vi thé hau hét cac nha Noi tiét Nhi déu wu
tién st dung bién phéap diéu tri ndi khoa cho tré mic bénh
Basedow.
1.3.2. Can lam sang

- Xét nghiém hormone: TSH giam, T3, FT4 tang.

- Xét nghiém tir khang thé: ndbng d6 TRAb tang.

- Siéu &m: tuyén giap to, giam am khong déu.

- Siéu dm Doppler tuyén gidp: ting sinh mach, tiang toc
do dong chdy, tang chi so khang.



- Dién tim: nhip nhanh xoang, c6 thé c6 rung nhi, loan
nhip, day that va hodc block nhanh ...

Xét nghiém khdac: cong thitc mau, enzym gan (GOT,
GPT), glucose mau, dién giai do ....

1.3.4. Chan dodn

Dua vao 1am sang, xét nghiém c6 gia tri quyét dinh:

- Nong d¢6 TSH mau giam < 0,1 pUUmL, FT4 ting
> 25 pmol/L va/hoac T3 tang > 3 nmol/L

- Nong do mau TRADb ting.

1.3.5. Diéu tri
1.3.5.1. Uu, nhwoc diém cia cdc phwong phap diéu tri
Piéu tri ngi khoa bang thuéc KGTTH trang tong hop

La lya chon hang dau & tré em, it gy suy giap truong
dién, dap ung tdt v6i diéu tri ndi khoa.

Han ché: thoi gian diéu tri kéo dai, ty 1é tai phat cao toi
50-60%, c6 thé bi cac tac dung khong mong mudn do thudc.
Piéu tri xa bang I'*': La lya chon thtr 2 & tré > 10 tudi, kiém
soat tot cuong giap, an toan, tranh nguy co bién chimg suy tim.

Han che ty 1€ suy giap truong dién cao.

Phdu thudt cdt gan toan bg tuyén gidp: Kiém soat nhanh chong
cuong giap, thich hop cho bénh nhan nho tudi, khong c6 diéu
kién diéu tri ngi khoa.

Han ché: nguy co bi suy giap trudng dién, hodc tai phat.
C6 thé bi tai bién do phau thuat.
1.3.5.2. Piéu tri nji khoa bénh Basedow & tré em

Co ché tac dung: thuéc KGTTH duoc van chuyén tich
cuc vao tuyén giap, tai ddy thudc tc ché enzym TPO nén trc
ché toan bo cic khau trong qua trinh tong hop hormone tuyén
giap.

Thoi gian diéu tri

Diéu tri kéo dai lam ting ty 1¢ lui bénh, nhidu nghién
ctru khuyén céo diéu tri kéo dai dé cai thién ty 1¢ lui bénh va
lam giam nguy co tai phét.



Ty l¢ thuyén giam bénh va tdi phat

Ty 1& 6n dinh bénh hooan toan bing diéu tri noi khoa
cao (90-100%) tai thoi diém két thuc didu tri. Ty 16 tré con binh
gidp sau 1 nam thay doi tir 25-65%.
1.4. TRAb va mot so thong s6 sinh hoc véi két qua diéu tri
1.4.1. TRAb va sw thay doi ciia né trong qud trinh diéu tri

Trong bénh Basedow nguoi ta thay xut hién tu khang
nguyén HLA nhoém 2 & bé mat té bao tuyén giap, kich thich hé
théng mién dich san xuat ra tu khdng thé TRAb chong lai tu
khang nguyén. Py 1a diém mau chdt trong bénh sinh va dién
bién cta bénh Basedow & tré em.

Su thay doi ciia TRAb trong qud trinh diéu tri ndi khoa

Thuéc KGTTH lam giam boc 19 tu khang nguyén HLA
nhom 2, &rc ché hé thong micn dich lam lam giam san Xudt tu
khang thé TRAD sau diéu tri noi khoa bang thuéc KGTTH.
1.4.2. TRAb va mét sé thong sé sinh hoc véi két qud diéu tri
1.4.2.1. TRAb véi nong @é TSH, T3, T4 va ty s6 T3/T4

TRADb kich thich 1am ting tong hop va giai phéng T3,
T4 vao mau, lam cho ty 1¢ T3/T4 tang (> 20). Ty 1¢ T3/T4 tang
twong dong voi ting ndng d6 TRAb va tang nguy co tai phat.
1.4.2.2. TRAb va bénh ly mat véi két qua diéu tri

Tré bi bénh 1y mét niang c6 nong 46 TRADb cao va co
nguy co tai phat cao sau diéu tri noi khoa.
1.4.2.3. TRAb v biéu hién tim mach véi két qud diéu tri

Mire do cac biéu hién 1am sang v¢ tim mach thuong
tuong dong v6i nong do hormone tuyén giap va ndng do tu
khang thé TRAD. Tré c6 biéu hién tim mach ning thuong co
noéng do TRAb cao va tang nguy co tai phat.
1.4.2.4. Lién quan gitta TRAb va budu co voi ket qua dzeu tri

Tu khang thé TRAD kich thich lam té bao tuyén giap
tang sinh gay budu cb. Tré c6 budu cb to c6 ndng d6 TRAb cao
va tang nguy co tai phat.
1.5. Mjt s6 cong trinh nghién ciru trong nuwéc vé moi lién
quan giita TRAb va két qiia diéu tri bénh Basedow
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Nghién ctru ctia Bui Thanh Huyén nam 2002 vé su thay
d6i néng do TRADb & bénh nhan Basedow nguoi 16n trudc va
sau diéu tri I'*" dua ra két luan: ndng d6 TRAD giam 15 rét &
nhom binh giap hodc con cuong giap sau diéu tri bang |

Nghién ctru cia Phan Huy Anh Vii ndm 2008 vé gia tri
dinh luong TRAD trong chan doan va theo ddi tai phat sau diéu
tri n0i khoa bénh nhan Basedow nguoi 16n dua ra két luan: tai
thoi diém chan doan ndng d6 TRAD trung binh cao (36,4 + 65,9
U/L). Nong do TRAD > 4,05 U/L tai thoi diém két thuc diéu trj
c6 gia tri tién doan tai phat véi do nhay la 78,8% va do dac hiéu
12 79,8%.

Nghién ctru cia Ngdé Thi Phuong nam 2008 tai Hoc
vién Quan Y vé ndng do TRAb, TPOAb, TGAb & bénh nhan
nguoi 1on mic bénh Basedow diéu tri ndi khoa bfmg PTU dua
ra két luan: nong d6 TRAb ¢ nhom bénh nhan c6 bénh 1y mat
cao hon nhom bénh nhan khong c6 bénh 1y mat. Nong do
TRAD ting cao song hanh véi thé tich tuyén giap va giam rd rét
tai thoi diém két thuc diéu tri.

) Chuong 2
DPOI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twong nghién ciru
2.1.1. Péi twong va dia diém nghién ciru:

Tét ca bénh nhan duoc chin doan x4c dinh mic bénh
Basedow & d6 tudi tir 18 tudi tro xudng dén kham va diéu tri tai
bénh vién Noi tiét Trung wong, co6 chi dinh diéu tri ndi khoa.
2.1.2. Thoi gian nghién ciru: Tt 01/01/2010 - 01/06/2014
2.1.3. Tiéu chuan lya chon

Bénh nhan duoc chan doan x4c dinh méic bénh Basedow
c6 chi dinh diéu tri noi khoa:

C6 biéu hién lam sang cia nhiém doc gidp

Xét nghiém cé gid tri quyét dinh chdn dodn: TSH giam
< 0,1 pUl/mL, FT4 tang > 25 pmol/L va/hoac T3 tang
>3 nmol/L, ty khang thé TRAb tang.

2.1.4. Tiéu chuan logi trir



Basedow ning, co bién chimg tim, nhiém doc giap
khong phai do Basedow, bénh 1y két hop nhu suy gan, c6 kém
bénh man tinh khac...

2.2. Phwong phap nghién ciru

Str dung phwong phap nghién ciru thir nghiém lam sang

khong dbi ching. C& mau tinh theo cong thc.

n= (Zl—a/2k0 T Zl—B}‘a)Z/ 7L0 —A, )2

n = 108. Pé tranh mat mau ¢& mau ting 1én khoang
50%, tong ¢& mau cho 3 muc tiéu nghién ctru 1a 158.

2.3. Cdc bién s6 nghién ciru
2.3.1. Bién s6 ddnh gid dic diém lam sang, cdn lam sang

- Tudi, gi6i, thoi gian tir khi xudt hién tridu chimg dau
tién dén khi duoc chan doan.

- Ly do dén kham, cac dau hiéu 1am sang.

- Cac dau hiéu can 1am sang
2.3.2. Bién s6 ddnh gid két qud diéu tri

- Thoi gian diéu tri tan cong, thoi gian diéu tri bang
Methimazole, liéu thudc dleu trj tin cong.

- Liéu thubc cung ¢ trude khi ngimg thude, tic dung
khong mong mudn ctia Methimazole.

- Ty 1€ tai phat trong thoi gian theo doi 12 thang.
2.3.3. Bién s6 vé moi lién quan gita TRAb va mét so thong so
sinh hoc véi két qua diéu tri

- Nong d6 TRAD ¢ thoi diém chan doan va thoi diém
ngimg thudc.

- Tudi, gioi, thoi gian diéu tri.

- o to ciia budu cd, thé tich tuyen giap

- Buéu mach, biéu hién Ve mat.

- Biéu hién tim mach, nong do T3, T4
Quy trinh theo doi trong qud trinh diéu tri:



- Tuy theo giai doan diéu tri: tré duoc hen tai kham
dinh ky vé 1am sang, Xét nghiém T3, FT4, TSH va cac xét
nghiém can thiét khac dé danh gia tién trién cta bénh.

- Phat hién som cdc tac dung khong mong muon ciia
Methimazole: thdng bao ngay cho bac sy néu xuét hién céac tac
dung khéng mong muén.

2.4. Bdnh gid két qua diéu tri va yéu to lién quan

+ Ty 18 tré méc bénh Basedow 6n dinh khi ngtrng thudc
ca vé 1am sang va xét nghiém.

+ Ty 1€ tai phat trong thoi gian theo doi

+ Moi lién quan gitta TRAb va mot s6 chi sb sinh hoc
v6i két qua diéu tri
2.5. Xir Iy 56 liéu

S lidu duogc xir Iy bang cac thuat toan thong ké co ban
ctia phan mém SPSS 19.0. Panh gia bang thuat toan phan tich
don bién, phan tich hdi quy da bién.

Chuong 3
KET QUA NGHIEN CUU
3.1. Pic diém lam sang, cin lam sang doi twong nghién ciru

162 tré mic bénh Basedow duoc chan doan, diéu trj va
theo doi danh gia tai phat tai bénh vién Noi tiet Trung wong €O
dac diém veé tudi, gidi nhu sau:



10

Bang 3.1. Tuoi va gioi cua doi twong nghién ciru

Nhém tudi Gi6i Ty 18
(nim) Nam Nir chung
n % n % (%)
<5 Tudi 0 0 1 0,6 0,6
Tue5dn9tudi| 2 1,3 15 9,4 10,7
Tir 10- 14 tudi 10 5,6 49 30,0 35,6
Tu15-18tudi | 13 8,1 72 45,0 53,1
Tong sb 25 | 150 | 137 | 850 100
Trung binh 16,3+4,1
Bang 3.2. Tan sudt cdc triéu chirng co ndng
Biéu hién co ning (122) ](13;0])@
Mét moi 151 94,4
Hoi hop 159 94,4
Run tay 141 87,6
Nhiéu mo hoi 114 71,3
An nhiéu 117 73,1
Sit can 114 71,3
Ubng nhiéu 103 64,8
Ngu it 80 50,6
Roi loan kinh nguyét 52 33,1
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Bdng 3.3. Thé tich tuyén gidp trén siéu dm & doi twong nghién
cteu so voi thé tich tuyén giap binh thuwong theo Gutertkunst

Tudi | Thé tich tuyén n Thé tich tuyén p
(nam) giap binh (161) | giap trung binh
thwong theo theo tudi & ddi
tudi (cm®) twong nghién ciru
(cm®)
6 3,5 1 12,5 <0,05
7 4 2 12,3 < 0,05
8 4,5 6 13,4 <0,05
9 5 8 19,6 <0,05
10 6 12 21,3 <0,01
11 7 11 25,1 <0,01
12 8 4 20,6 <0,01
13 9 6 22 <0,01
14 10,5 26 22 <0,01
15 12 12 22 <0,05
16 14 11 22 <0,05
17 16 62 22 <0,05

Bdng 3.4. Nong d¢ hormone tuyén gidp va TRAb \ic chan dodn

Chi sb Binh Két qua
thwong ™ T Giatri | Giatri | Trung

nhé 16m binh
nhat nhat

TSH (uUI/L) | 0,35-5 [ 162 ] -©) -0 -0

FT4 (pmol/L) | 9-24 [162| 274 | 1432 | 69,3+275

T3 (nmol/L) 1-3 |162| 3.2 91,0 79+72

TRAb (U/L) | <158 | 162 | 1,30 400 | 28,9112
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3.2. Két qud diéu tri bang Methimazole

Bdng 3.5. Thoi gian diéu tri tan cong

Thoi gian (tuén) n Ty 18 %
4-6 157 96,9
7-12 5 3,1

Tong sb 162 100
Trung binh 6,4 + 1,1 tuan

Bang 3.6. Liéu Methimazole diéu tri giai doan tin cong

Liéu n | Thap nhat | Cao nhat Trung
Methimazole binh
(mg/kg/ngay)

<9 tudi 18 0,33 1,32 0,86 + 0,25
10 - 14 tudi 57 0,32 0,96 0,58 +0,16
15 - 18 tudi 85 0,22 0,87 0,60 £ 0,14
Chung 162 0,22 1,32 0,64 0,20
Bdng 3.7. Tac dung khéng mong muon ciia Methimazole
Téc dung khéng mong mudn n Ty 1€ %
Co 11 6,8
Khéng 151 93,2
Tong sO 162 100
Bang 3.8. Thoi gian diéu tri bang Methimazole
Thoi gian diéu tri (thang) n Ty 18 %
< 18 thang 15 9,3
18 - 30 thang 93 57,4
> 30 thang 54 33,3
Tong s6 162 100
Thoi gian diéu tri trung binh 2757 +8,78
Thoi gian diéu tri ngan nhat 17
Thoi gian diéu tri dai nhat 42
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Bdng 3.9. Liéu Methimazole ciing cé triede khi ngieng thuéce

Liéu n Thap | Caonhit | Trung binh
Methimazole nhét
(mg/ngay)
<9 tudi 18 2,5 50 3,67 £1,89
10 - 14 tuoi 57 2,5 50 3,34 +1,43
15 - 18 tuoi 85 2,5 50 3,91+1,23
Chung 162 2,5 50 3,69+1,62
p > 0,05
Badng 3.10. Ty I¢ tai phat
Thoi gian Tai phat n Ty 1€ %
< 3thang 18 162 11,1
3 -6 thang 30 144 20,8
7 - 9 théang 22 114 19,3
10 - 12 thang 21 92 22,8
Tong sb 91 162 56,2

3.3. Moi lién quan giita nong dp TRAb va mot so chi sé sinh
hoc voi két qua diéu tri
Bang 3.11. Su thay doi nong do TRAb trucc va sau diéu tri

Thoi diém n Nong dd Chénh p
TRAD trung léch
binh (U/L) (U/L)
Chan doan 162 | 289+11,2 20 <0,05
Két thiic diéu tri | 162 8,9+6,9
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Bang 3.12. Nong do TRAb liic chin dodn vdéi tdi phat

Téai phat n Nong do p
TRAD trung
binh (U/L)
Co 91 32,2499 <0,05
Khong 71 248 +11,3
Badng 3.13. Nong do TRAD lic két thiic diéu tri véi tdi phat
Tai phat N Nong dd p
TRAD trung
binh (U/L)
Co 91 10,8+ 7,6 <0,05
Khong 71 6,6 £5,3
Duong cong ROC

ROC Curve

0.8

. -

0.4

Sensitivity

0.2

0.0 T T T T
0.0 [=}=} 0.4 X5} 0.8 1.0

1 - Specificity

Biéu do 3.1. Pworng cong ROC (Reciver Operating
Characteristic) néng dé TRAB liic chdn dodn v&i tdi phdt
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Bang 3.14. Puong cong ROC TRAb lic chan dodn véi tdi phat

Nong 46 | AUC | Piém | Pp b | PPV p
TRAD (%) | cit | nhay | dic
(%) hi¢u

(%)
Lac chan 31,8 62,6 65,5
<
dodn 69,1 39,8 | 46,2 82,0 639 | <0001

ROC Curve

™ -

1- do6 dac hiéu
Biéu do 3.2. Pwong cong ROC néng dé TRAD Iiic két thiic
diéu tri véi tdi phdt
Bang 3.15. Puong cong ROC TRAb hic két thiic véi tai phat

Sensitivity

Nong | AUC | Piém | Do |Podic |PPV| p
do (%) cit | nhay | hiéu

TRAD (%) (%0)
Lic két 519 | 72,5 59,2
thic | 68,5 63,7 | <0,001

10,72 | 38,5 90,0

diéu tri
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Bang 3.16. Lién quan giiia nong dé TRAb tai thoi diém chan
doan theo diém cat duwong cong ROC voi tdi phat

Nong dd Tai phat
TRAD Co Khoéng
U/L n % n %
>39.8 42 76,4 13 23,6
<39,8 49 45,8 58 54,2
Tong sb 91 56,2 71 43,8

OR =2,29 (1,38 - 3,80); p < 0,01

Bang 3.17. Lién quan gitia nong do TRAb lic két thiic diéu tri
theo diem cat dwong cong ROC vdi tai phat

Nong dd Téi phat
TRADb Co Khoéng
(U/L) n % n %
> 10,72 35 81,4 8 18,6
<10,72 56 47,1 63 52,9
Tong sb 91 56,2 71 43,8

OR =2,85 (1,49 - 5,43); p < 0,01

Bdng 3.18. Nhém tuéi liic chan dodn véi tdi phat

Tudi (niim) Tai phat
Co Khong
n % n %
<12 27 73,0 10 27,0
> 12 64 51,2 61 48,8
Tong s6 91 56,2 71 43,8

OR = 2,57 (1,15 5,76); p < 0,05
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Bang 3.19. Lién quan giita thoi gian diéu tri véi tdi phdt

Thoi gian diéu tri Téai phat
Co Khong
n % n %
(91) (71)
< 18 thang (n = 15) 10 66,7 5 33,3
18 - 30 thang (n = 93) 54 58,1 39 41,9
> 30 thang (n = 54) 27 50 27 50

72 =164,p<0,05

Bang 3.20. PG bwdu ¢é lam sang lic chan dodn véi tdi phat

Do buéu Tai phat
Co Khdng
n % n %
Do 2 53 65,4 28 34,6
Do 1 38 46,9 43 53,1
Tong sb 91 56,2 71 43,8

OR = 1,54 (1,07 — 2,20); p < 0,05

Bdng 3.21. Thé tich tuyén gidp lic chan dodn vdi tdi phat

Thé tich tuyén giap Tai phat
bénh nhan so véi thé Co Khéng
tich tuyén giap binh n % n %
thwong theo tudi
Lon hon > 2,5 lan 66 77,6 19 22,4
Lén hon < 2,5 lan 25 32,5 52 67,5
Tong sO 91 56,2 71 43,8

OR =7,22 (3,59 — 14,53); p < 0,01
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Bdng 3.22. Nong dg T3 cao lic chan dodn véi tdi phat

Noéng d6 T3 T&i phat
(nmol/L) Co Khoéng
n % n %
>0 47 62,7 28 37,3
<9 44 50,5 43 49,5
Tong sb 91 56,2 71 43,8

OR = 1,32 (0,92 — 1,90); p < 0,05

Bdng 3.23. Nong do T3 lic két thiic diéu tri véi tdi phat.

Tai phat | Nong d9 T3 trung binh p
(nmol/L)
Co 2,51+2,31 < 0,05
Khdng 2,42 +£2,90

Bdng 3.24. Nong d¢ TRAb hic chan dodn va mét sé bién s6 voi
tai phat

Bién so p Partial Eta
Squared
M® hinh chung > 0,05 0,094
Nong do TRAD luc chan doan <0,05 0,045
Tudi<12va>12 <0,05 0,011
Thoi gian diéu tri > 0,05 0,017
Thé tich tuyén giap <0,05 0,005

Ghi chu: Partial Eta Squared.: H¢ gér Eta riéng phan
binh phuwong (Mirc do anh duong cua bién so trong mo hinh)
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Bdng 3.25. Nong do TRAD hic két thic diéu tri va mét sé bién
s6 Véi tdi phat

Bién s6 p Partial Eta
Squared
M@ hinh chung < 0,05 0,176
Nong d6 TRAD lac
két thic didu tri <005 0,097
Thoi gian diéu tri > 0,05 0,009
Chuong 4
BAN LUAN

4.1. Pic diém lam sang, cin lam sing

Nghién ctru dugc thuc hién trén 162 tré mac bénh
Basedow theo ddi diéu tri tai bénh vién Nbi tiét Trung wong tur
nam 2010 dén nim 2014 tuan thi diéu tri tir khi chan doan
dugc theo ddi diéu tri dén khi on dinh bénh va ngimg thudc tiép
tuc theo doi danh gia tai phat.

Tuéi mdc bénh: Ty 1€ méc bénh tang dan theo tudi, cao
nhat & nhém tudi tir 15-18 tudi chiém 53,1%, nit mic nhiéu hon
nam, ty 1€ nam/nir 1a 1/5,75.

Hau hét tré mac bénh Basedow c6 d4u hiéu ting chuyén
hoa, kich thich than kinh giao cam, thay d6i tinh tinh, 100% c6
budu cb chi yéu 1a do 1b va dd 2, 97.5% c6 budu cd lan toa va
2,5% c6 budu cb thé nhan. Hau hét cac truong hop c6 mach
nhanh theo tudi.

Nong do T3, FT4, TSH va TRAb tai thoi diém chdn
dodn: Két qua nghién ctru tai thoi diém chan doan ndéng do
noéng d6 TSH déu & mirc khong dinh luong duoc (< 0,03 UI/L),
noéng d6 FT4 trung binh ¢ dbi twong nghién ciru tai thoi diém
chan doan 1a 69,3 pmol/L, ndng d6 T3 trung binh & di twong
nghién ctru tai thoi diém chan doan 1a 7,9 nmol/L, néng do tu
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khang thé TRAD trung binh tai thoi diém chan doan 1a 28,9
UI/L (gia tri ngudng 13 1,58 U/L), phan 4nh co thé ¢ tinh trang
nhidm doc hormone tuyén giap dudi tac dong cia TRAD.

4.2. Két qud diéu tri néi khoa biang Methimazole

Diéu tri ndi khoa bénh Basedow thuc hién qua 3 giai
doan: T4n cong Duy tri - Cung cd, rdi ngung diéu tri.

Liéu Methimazole tan céng: Liéu thudc Methimazole
giai doan diéu tri tin cong ap dung trong nghién ctru trung binh
12 0,64 mg/kg/ngay.

Thoi gian dleu tri tdn cong Trung binh la 6,4 tuan,
trong d6 96,9 % so tré c6 thoi gian diéu tri tan cong trung binh
4-6 tuan va 3,1% sd tré c6 thoi gian diéu tri tin cong trung binh
kéo dai 7-12 tuén.

Tdc dung khéng mong mudn do Methimzole: C6 11/162
tré bi tic dung phu khi st dung thuéc KGTTH nhém
Methimazole chiém 6,8 % va déu nhe nhu phat ban, budn non,
rung toc..., khong co truong hop nao bi tac dung phy nang nhu
tuyét nap bach cau, viém gan hay suy gan.

Thoi gian diéu tri: Diéu tri ndi khoa kéo dai lam giam
nguy co tai phat sau ngimg thudc. Thoi gian tré dugc theo doi
diéu tri ndi khoa trung binh 1a 27,57 thang, Trong d6 9,3% sd
d6i tugng diéu tri < 18 thang, 57,4% sb tré diéu tri tir 18-30
thang va 33,3% sb tré dugc diéu tri > 30 thang. Thoi gian diéu
tri ngan nhat 1a 17 thang va dai nhét 1a 42 thang.

C6 nhiéu yéu t6 lién quan dén két qua diéu tri va tai
phat bénh nhu mac do nang ctuia bénh, biéu hién tu mién, do
budu cb, thoi gian diéu trj, su tuan tha cua tré va gia dinh....
Hon nita thudc KGTTH khéng trc ché duoc hoan toan cin
ngyén tu mién nén ty 1¢ tai phat sau diéu tri noi khoa kha cao.
Két qua nghién ctru theo ddi 1 nam sau khi ngimg thudc c6
56,2% tré bi tai phat.

4.3. Méi lién quan giita néong dp TRAb va mot sé chi sé sinh
hoc véi két qua diéu tri va tdi phat



21

Sw thay doi néng dé TRAD trudc va sau diéu tri: Két
qua nghién ctru cho thdy néng do TRAb trudc diéu tri 1a
28,9 U/L, giam kh4 manh tai thoi diém két thic diéu tri con
8,9 UI/L, su khac biét c6 y nghia thong ké voip < 0,05.

Nong @6 TRAD tai thoi diém trude diéu tri ¢é gid tri tién
lirong tai phat: Nong do TRAD ban dau ¢ nhom tai phat bénh
cao hon (32,2U/L) so voi nong @6 TRAb & nhom khong tai
phat trong thoi gian theo déi (24,8U/L), su khac biét c6 y nghia
thong ké vai p < 0,05.

Nong do TRAb tai thoi diém két thic diéu tri ¢é gid tri
tién lwong tdi phat: Nhom tré bi tai phat c6 ndong dd6 TRAD tai
thoi diém két thuc diéu tri cao hon, tuong ung 1a 10,8U/L so
v6i 6,5U/L & nhom tré khong tai phat, sy khac biét c6 y nghia
thdng ké vai p < 0,05.

Gid tri dwong cong ROC nong dp TRAb lic chan dodn
c6 ¥ nghia tién lwong tai phat: B véi diém cit duong cong
ROC la 39,8 U/L thi gia tri tién doan tai phat 1a 63,9% véi do
nhay 1a 46,2% va dg dac hicu 1a 82%.

Gid tri dwong cong ROC néng do TRAb tai thoi diém
két thiic diéu tri ¢ Qid tri tién lwong tai phat: Véi diém cit 1a
10,72 U/L thi gia tri tién doén tai phat 1a 63,7% vdi d nhay 1a
38,5% va d¢ dac hicu 1a 90%.

Tuéi mdc bénh la yéu t6 tién dodn tdi phat: tudi mac
bénh cang nho thi nguy co tai phat bénh cang cao sau khi
ngimg thude. Ty I¢ tai phat ¢ nhom tre < 12 tudi cao hon han
s0 v6i nhom tudi tir 12 tu01 tré 1én (twong ung la 73% va
51,2%). Nhom tré < 12 tudi ting nguy co tai phat gip 2,57 lan
50 v6i nhom tré tir 12 tudi tré 1én.

Thoi gian diéu tri kéo dai lam tang ty 16 lui bénh: Ty 18
tai phat & nhém diéu tri < 18 thang 1a 66,7%, giam xudng con
58,1% & nhém co thoi gian diéu tri tir 18-30 thang va tiép tuc
giam xubng 50% ¢ nhom c6 thoi gian diéu tri trén 30 thang.

Buéu cé to tang nguy co tdi phdt bénh: 65,4% so tré
budu cd d6 2 bi tai phat bénh so voi chi ¢6 46,9% sb tré co
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budu cb do 1 bi tai phat. Ty 1é tai phat & nhom co thé tich tuyén
giap luc chan doan to > 2,5 lan so v6i thé tich tuyen giap binh
thuong theo tudi cao hon han so véi nhom c6 thé tich tuyén
giap to nhung < 2,5 1an so véi thé tich tuyén giap binh thuong
theo tudi (twong ng 14 77,6% va 32,5%).

Nong dé T3 lic chan dodn cao lam ting nguy co tdi
phat: nong d6 T3 ltc chin doan & nhom tai phat > 9 nmol/L
cao hon so voi nhdm c6 ndéng d6 T3 lic chan doan < 9 nmol/L
twong g 1a 62,7% va 50,5%.

M6 hinh phan tich da bién nong dé TRAb lic chan
dodn: Nong do TRAD lic chan doan > 39,8 UI/L ¢ nguy co tai
phat cao sau ngimg thude véi p < 0,05.

MG hinh phén tich da bién: nong 46 TRAD tai thoi diém
két thiic diéu tri ting c6 lién quan vdi tai phéat co ¥ nghia thong
ké vdi p <0,05.

KET LUAN
1. Diic diém lim sang, cdn lim sang

- Bénh hiém gap & tré dudi 5 rudi, ty 1¢ mic bénh tdng
dan theo tudi, cao nhat & nhom 15-18 tudi, nit mac nhiéu hon
nam, ty 1¢ 5,75/1.

- Trén 70% so tré duoc chan doan mudn hon 3 thang ke
tir khi c¢6 ddu hiéu mac bénh ban dau. Cac ddu hiéu mét moi, cd
to ra, sut can 1a cac 1y do chinh khién tré di kham bénh.

- Hau hét tré ¢ cac biéu hién ting chuyén hoa, cudng
giao cam va biéu hién kich thich hé than kinh trung wong. Trén
50% sd tré co thé trang gay tai thoi diém chan doan.

- 100% tré mac bénh c6 budu o, chu yéu 1a do 1b va do
2.97,5% budu b thé lan toa, 2,5% c6 budu cd thé nhan.

- Biéu hién vé mit nhe, ty 1& tré mic bénh c6 16i mat
chiém 4,3%. 94,4% s6 tré c6 mach nhanh tai thoi diém chan
doéan

- Téc d6 dong chay tang ca thi tdm thu va tim truong,
s6 dém mach/1 cm? mat cat tang, 94,4 % tré c6 mach nhanh tai
thoi diém chan doan.
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- Tai thoi diém chan doan: ndng d6 T3 ting, trung binh
1a 7,9 nmol/L. Nong d6 FT4 ting, trung binh 13 69,3 pmol/L va
nong d6 TSH thap dén muc khong do dugc.

- Tai thoi diém chan doan: ndng d6 TRAb huyét thanh
tang, trung binh 1a 28,9 UVL.

2. Két qua diéu tri ndi khoa biang Methimazole

Thoi gian diéu tri trung binh 13 27,6 thang, thoi gian
diéu tri tAn cong trung binh 1a 6,4 tuan, Iiéu Methimazole diéu
trj tin cong trung binh 1a 0,64 mg/kg/ngay. Ty 1& tai phat la
56,2% trong thoi gian theo doi 1 ndm.

3. Moi lién quan giiva TRAb va mét sé thong sé sinh hoc véi
két qua diéu tri

- Nong dé TRAb tai thoi diém chan dodn:: nhoém co
néng do TRADb > 39,8 UI/L c6 76,4% tai phat so voi 45,8% tai
phat & nhém c6 néng do TRAb < 39,8 UI/L.

- Nong dé TRAD tai thoi diém két thic diéu tri: nhom co
noéng do TRAb > 10,7 UI/L c6 81,4% tai phéat so voi 47,1% tai
phat & nhém c6 nong do TRAb < 10,7 UI/L.

- Tudi: tudi luc chan doan < 12 ¢6 73% tai phat so voi
51,2% tai phat & nhom lac mac bénh > 12 tudi.

- Thoi gian diéu tri noi khoa: ty 1¢ tai phat & nhém diéu
tri < 18 thang la 66,7%, giam xudng 58,1% & nhom diéu tr tir
18-30 thang, giam xudng con 50% ¢ nhom diéu tri > 30 thang.

- Tré c6 budu ¢ to, thé tich tuyén giap to tang nguy co
tai phat: ty 1€ tai phat 6 nhom c6 thé tich tuyén giap to > 2,5 lan
1a 77,6% giam xubng con 32,5% & nhom c6 thé tich tuyén giap
to nhung < 2,5 14n so véi thé tich tuyén giap binh thuong.

- Nong @6 T3 lac chan doan: ty 1¢ tai phat & nhom cé
ndéng d6 T3 cao > 9 nmol/L 1 62,7% giam xudng con 50,5% &
nhém ¢6 ndng 6 T3 < 9 nmol/L.

- Nong do T3 tai thoi diém két thiic diéu tri: nhém co
ndng d6 T3 lac két thuc diéu tri trung binh 2,51 nmol/L tai phat
cao hon nhém c6 noéng do T3 lic két thuc diéu tri trung binh
2,42 nmol/L.
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KHUYEN NGHI

Tir két qua nghién ciru ching t6i khuyén nghi mét sé
van dé sau:

- Pinh lugng néng d6 TRAD luc chan doan gitip chan
doan xac dinh bénh Basedow va tién doan tai phat.

- Nong d6 TRAb mau tai thoi diém két thic diéu tri 6
gia tri nhat trong tién doan két qua diéu tri va tai phat, can dinh
luong nong do TRAb trude khi quyét dinh nging thudc hoic
gilp lua chon bién phap diéu trj khac.

- Péi véi cac co s6'Y té khong co dleu kién dinh luong
néng dd TRAD, cin cin cit vao mot s chi sb sinh hoc dé lya
chon bién phap diéu trj va tién doan tai phat nhu: tudi lic mac
bénh (< 12 tudi), budu b to (do 2 tré 1én), thé tich tuyén giap
lac chan doan to (> 2,5 lan so voi thé tich tuyén gidp binh
thudng theo tudi), ndng d6 T3 lic chan doan cao (> 9 nmol/L)
can diéu tri kéo dai hon nham 1am giam nguy co tai phat sau
ngung thude hodc lya chon bién phap diéu tri pht hop hon.

- Can ¢ nghién ciru tlep theo, thot gian nghién ctru dai
hon dé danh gia két qua diéu tri va vai tro ciia TRAb trong
bénh Basedow & tré em.
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INTRODUCTION

Hyperthyroidism in children mostly Graves' disease,
which is an autoimmune disease, caused by TSH receptor
autoantibodies (TRAD) stimulates thyroid cells increase the
synthesis and release of thyroid hormones in the blood, causing
symptoms thyrotoxicosis does.

Through the effects of TRAb on thyroid cells and some
other organizations, autoantibodies TRAb decided the synthesis
and release of thyroid hormones in the blood, causing an
autoimmune manifestations clinically characterized as ocular
signs, consistent posting... affect the severity, the disease
lightly. TRADb increase in 95-100% Graves' disease patients at
the time of diagnosis.

Children growing body both physically and mentally,
they are suffer from Graves’ disease, suffer growth disorders
and psychiatric diorders affect the health and learning of
children, however they are good response to internal treatment,
so it is preferred to use internal medical therapy with anti -
thyroid drugs. Internal treatment is less likely to cause
prolonged hypothyroidism so should be little impact on the
development of physical and intellectual young. United State
Food and Drug Administration recommends using methimazole
therapy for children who have indication with internal
treatment, not use Propilthiouracil (PTU) for the initial
treatment of children because: Methimazole effects 10 folds
more potent than PTU, prolonged half-life, just use once time
per day, improve patient compliance. Methimazole has fewer
side effects and quickly take the children euthyroid state than
PTU.

Antithyroid drugs have immunosuppressive effect,
inhibiting autoantibody production TRAb but not completely



inhibit the production of autoantibodies TRAb, so the relapse
rate after treatment discontinuation is quite high 50-60 %.

Some other biological parameters such as age disease,
thyroid volume, disease severity, autoimmune manifestations,
treatment compliance of patient... also affect the result of
treatment and relapse rate in children.

Worldwide, many studies in various aspects of Graves's
disease as well as the role of TRAb and biological parameters
to treatment result and relapse were conducted. In Vietnam, in
the field of Pediatrics have no studies on the association
between autoantibodies TRAb and some biological parameters
to treatmen result and relapse in children who get internal
treatment. So we studied the subject with the following aims:
1.Describe the clinical and subclinical characteristics in
patients with Graves’ disease.

2. Evaluation of Graves' disease treatment in children by anti-
thyroid drug methimazole group synthesis.

3. Survey and evaluate change TRAb levels and some clinical
parameters, subclinical concerning treatment outcome and
recurrence in children with Graves’ disease.

NEW CONTRIBUTION OF THE STUDY

The study described the clinical characteristics,
subclinical and TRAb concentrations in children with Graves's
disease, duration of treatment necessary to attack the child in
euthyroid and recurrence rate after 1 year follow up.

The study identified an association between
concentrations of TRAb at the time of diagnosis with relapse.
Especially TRAD levels at the end of therapy with recurrence.
Identify some biological parameters such as age at diagnosis,
thyroid volume, concentration... T3 at diagnosis related to
treatment outcome and recurrence in children with Graves..



STRUCTURE OF THE THESIS

The thesis including 99 pages (not including appendices
and references) consists of 6 parts: Introduction 3 pages,
overview 30 pages, object and method of the study 14 pages,
results of study 24 pages, discussions 25 pages, conclusions
3 pages) and recommendations 1 page. the thesis has eight
appendices, 33 tables, 8 charts and 82 references, of which
10 Vietnamese references and 72 English references.

Chapter 1. OVERVIEW
1.1. Definitions, nomenclature, epidemiology

Definition: Graves’s disease is an autoimmune disease
caused by autoantibodies stimulate the thyroid follicular cells
increases the synthesis and release of thyroid hormones in the
blood causes thyrotoxicosis manifest clinically.

Nomenclature: The English-speaking countries known
as Graves' disease, while in other countries in Europe known as
Graves's disease, Vietnam called "Graves’s disease".

Epidemiology: The disease is rare in children under
5 year old, the prevalance of the Graves’s disease increases
with age, women are more likely to meet than man.

1.2. Pathogenesis
1.2.1. Immune theory

Due to appear self-antigens HLA-DR group 2 on the
thyroid cell membrane, stimulating the production of
autoantibodies TRAb, TRADb attached TSH receptor on the
thyroid cell membrane stimulating thyroid cells similar as TSH
enhances synthesis and release of thyroid hormones in the
blood causes thyrotoxicosis expression and manifestations of
autoimmune.



Mediated immune cells:

Characterized reducing the number and function of Ts
cells in the thyroid gland, making specific Th cells are released
to stimulate mononuclear cells increased IFN-y synthesis.
IFN-vy stimulates thyroid cells do express HLA group 2 on their
membranes. Th cells also stimulate lymphocytes B increases
TRAD autoantibody production.

1.2.2. The pathogenesis of the disease ophtalmia Graves

Graves disease eye illness common in the pathogenesis
of Graves’ disease, independent of the appearance of clinical
symptoms. It uses staging NO SPECS2 to assess the degree of
eye damage in Graves’ disease.

1.2.3. Other factors

- Genetic factor: If one identical twins suffer from
Gravess’ disease, the other increased risk of 20% - 30% to
suffer from Graves's disease.

- Stress: play an important role in the onset and
maintenance of the diseases.

- Age: The prevalence of Grave’ disease increases with
age, the highest in the age of prepuberty and puberty.

- Gender: the prevalence of Grave’ disease in girls are
higher than boys.

- lodine and drugs containing iodine: may promote or
cause relapse in susceptible individuals.

1.3. Clinical, paraclinical and diagnosis
1.3.1. Clinical

Clinical symptoms have some differences compared to
adults: growth disorders, mood changes, or kissing, of eye
manifestations are less frequent and usually mild, consistent
posting before tibia or to the extremities very rare, rare
cardiovascular complications, respond well to medical therapy.
Medical treatment is less likely to cause prolonged
hypothyroidism, so most of the Pediatric Endocrinology have
priority use of medical treatment for children with Graves.



1.3.2. Paraclinical

- Hormone: TSH decrease, T3, FT4 increase.

- Autoantibody examination: TRAD increase.

- Ultrasound: thyroid gland, irregular hypoechoic

- Thyroid ultrasound doppler: angiogenesis, increase
the flow velocity, increasing resistance index.

. - ECG: tachycardia, atrial fibrilation, arrhythmia and
or bundle block...

Others test: CBC, transaminase (GOT, GPT), glucose
fasting, electrolyte...
1.3.4. Diagnosis

Based on clinical, laboratory valuable decision:

- Serum concentration 0 TSH decrease < 0,1 pUl/mL,
FT4 increase > 25 pmol/L and/or T3 increase > 3 nmol/L

- Serum concentration of TRAD increase.
1.3.5. Treament
1.3.5.1. Advantages and disadvantages of the method of
treatments
Internal treatment with Antithyroid drug: It is the first
choice in children, rarely causes persistent hypothyroidism

Disadvantages: prolong duration of therapy, high
relapse rate as high as 50 - 60%, may be the unwanted effects
caused by medications.
Radioiodine therapy: It is the second choice in children more
than 10 years old, good control hyperthyroidism, safe, avoiding
the risk of heart complications.

Disadvantages: high rate of persistent hypothyroidism.
Near total thyroidectomy: Rapid control of hyperthyroidism,
suitable for younger children, there is no internal treatment
conditions.

Disadvantages: risk of persistent hypothyroidism, or
relapse, surgical complications
1.3.5.2. Antithyroid drug therapy in children



Mechanism of action: medicine KGTH actively
transported into the thyroid gland, where thay inhibit TPO
enzyme so inhibit all stages in the synthesis of thyroid
hormones.

Treatment duration:

Prolonged treatment increased the odds of remission,
Many studies recommended prolonged treatment to improve
remission rate and decrease the risk of relapse.

Remission rate and relapse:

Permanent remission by internal therapy is high rate
(90 - 100%) at the end of treatment. The percentage of children
still euthyroid after 1 year changes 25 - 65 %.

1.4. TRAb and biological parameters with treatment result
1.4.1. TRAb and its changes during treatment

Antithyroid drug reduces self - disclosure group 2 HLA
antigens, inhibits the immune system and reduce autoantibodiy
production TRAD, therefore TRADb concentration will decline
after treatment with antithyroid drugs. TRAb are the most
important biological factors in predicting relapse Graves's
disease. High TRADb concentration at the time of diagnosis or
even increased at the end of treatment, the children increased
the risk of relapse after stopping medication.

1.4.2. Some other biological parameters with treatment result
1.4.2.1. Concentrations of T3, T4 and ratio T3/T4

TRAD stimulate increased synthesis and release T3, T4
into the blood stream, making the ratio of T3 / T4 increases
(> 20). The ratio T3/T4 increased similarities with increased
levels TRADb and increased risk of recurrence.
1.4.2.2. Ophthalmopathy with treatment result.

Children with severe ophthalmopathy have high TRAb
concentration and high risk of relapse after internal therapy.
1.4.2.3. Cardiac manifestations with treatment result

The degree of clinical manifestations of cardiovascular
homologous with hormone levels and TRADb levels. Children



with severe cardiovascular manifestations often have high
levels of TRAD and increased risk of recurrence.
1.4.2.4. Goiter with treatment result

TRAD stimulates thyroid cell proliferation cause goiter.
children have large goiter with high TRADb concentration and
increased risk of relapse.

1.5. Several studies in our country on the relationship between
TRADb and treatment results Graves’ disease

Bui Thanh Huyen study in 2002 about the change of
TRAD concentrations in adult patients with Graves before and
after treatment 1'** concluded: TRAD levels were significantly
reduced in euthyroid group or sill hyperthyroidism after
treatment with 1%,

Research by Phan Huy Anh Vu 2008 TRAb quantitative
value in the diagnosis and monitoring of recurrence after
medical therapy in adult patients with Graves's disease
conclusions: at the time of diagnosis of high average levels of
TRAD (36,4 + 65,9 U/L). TRAD concentrations > 4,05 U / L at
the end of treatment with recurrence predictive value was
78,8% sensitivity and 79,8% specificity.

Ngo Thi Phuong' research in 2008 at the Military
Medical Academy in concentration TRAb, TPOAb, TGAD in
adult patients with Graves's disease medical treatment with
PTU concluded: TRADb concentrations in patients with
pathologies eye Higher patients without eye pathology. TRAb
concentrations increased in parallel with the thyroid volume
and decreased markedly at the end of treatment.

Chapter 2. SUBJECTS AND METHODS
2.1. Subjects
2.1.1. Subject and location of study: all patients were diagnosed
identify Graves’s disease between ages 18 and under to
examination and treatment in National Hospital of
Endocrinology, has appointed internal treatment.
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2.1.2. Study duration: January 01%, 2010 to June 01%, 2014
2.1.3. Selection criteria: The patient was diagnosed with
Graves's disease have specified medical treatment:

There are clinical signs of thyrotoxicosis

Tests valuable diagnostic decision: TSH decreased
< 0,1 pUI/mL, FT4 increased > 25 pmol/L and/or T3 increases
> 3 nmol / L, autoantibodies TRAb increased.

2.1.4. Exclusion criteria:

Graves severe, cardiac complications, thyrotoxicosis not
by Graves, pathology combined as liver failure, with other
chronic diseases...

2.2. Methods: using the methodology of clinical trials are not
controlled. Sample size calculation formula is as followed:

n= (Zl—oc/2>\‘0 T Zl—B}\'a )2 / (}‘0 -, )2

n = 108. To avoid loss of sample, sample size increased
about 50%. The total sample size for this study is 158.
2.3. The variables studies
2.3.1. Variables evaluated clinical characteristics, paraclinical

- Age, sex, time from onset of first symptoms until
diagnosis.

- Reason for visit, the clinical signs.

- The paraclinical signs
2.3.2. Variables evaluates treatment results

- Duration of attack treatment, duration of treatment
with Methimazole, the dose attack treatment

- Consolidate dose before stopping drugs, side effects of
Methimazole

- Relapse rate in 12 months follow - up
2.3.3. Variables on the relationship between TRAb and some
biological parameters with treatment outcomes.

- TRAD concentration at diagnosis and at stopping drugs

- Age at diagnosis, gender.



- The duration of treatment

- Goiter (Grade, volume, nature)

- Ocular manifestations, cardiac manifestations.

- Serum T3, FT4 concentrations
Process monitoring during treatment:

- Depending on the stage of treatment: children up
appointments periodic clinical, laboratory T3, FT4, TSH and
other necessary tests to assess disease progression.

- Early detection of unwanted effect of methimazole:
immediately notify your doctor if these effects appear
undesirable.

2.4. Assess treatment outcomes and related factors

+ The percentage of children with Graves’ disease
stabilization when stop the medications, both clinical and
laboratory.

+ The rate of relapse during follow-up

+ The relationship between TRAb and some biological
index with treatment outcomes
2.5. Data processing

The data is processed by the algorithm's basic statistical
software SPSS 19.0. Reviewed by univariate analysis
algorithms, multivariate regression analysis.

Chapter 3. RESULTS

3.1. Features of clinical and subclinical study subjects

162 children are diagnosed with Graves's disease were
treated and relapse monitoring at the National Hospital of
Endocrinology. Their characteristics of age, sex are shown as
followed
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Table 3.1. Age and gender of the subjects studies

Age group Gender Payoffs
(year) Male Female (%)
n % %

< 5 years old 0 0 1 0,6 0,6
5-9 years old 2 1,3 15 9,4 10,7
10- 14 years old 10 5,6 49 30,0 35,6
15-18 years old 13 8,1 72 45,0 53,1
Total 25 15,0 137 85,0 100
Average 16,3+4,1

Table 3.2. The frequency of functional symptoms
Functional expression n Proportion

(162) (%)

Tired 151 94,4
Susoense 159 94,4
Trembling hands 141 87,6
More sweat 114 71,3
Eat more 117 73,1
Weight loss 114 71,3
Drink lots 103 64,8
Sleeping less 80 50,6
Menstrual disorders 52 33,1
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Table 3.3. The volume of thyroid ultrasonography in the
study subjects compared with normal thyroid volume

under Gutertkunst

Age | normal thyroid n The volume of p
(year) | volume for age | (161) | thyroid median
(cmd) age in the study
subjects (cm®)
6 3,5 1 12,5 <0,05
7 4 2 12,3 <0,05
8 4,5 6 13,4 <0,05
9 5 8 19,6 <0,05
10 6 12 21,3 <0,01
11 7 11 25,1 <0,01
12 8 4 20,6 <0,01
13 9 6 22 <0,01
14 10,5 26 22 <0,01
15 12 12 22 <0,05
16 14 11 22 <0,05
17 16 62 22 <0,05
Table 3.4. Thyroid hormone levels and TRAb at
diagnosis
Index Norm Results
al n | minimum | maximum | Average
value value
TSH (uUI/L) | 0,35-5 | 162 -0 -6 -6
FT4 9-24 | 162 27,4 143,2 69,3 +
(pmol/L) 27,5
T3 (nmol/L) 1-3 162 3,2 91,0 79172
TRAb (U/L) | <1,58 | 162 1,30 40,0 28,9
+11,2




3.2. Results of Methimazole treatment

12

Table 3.5. Treatment time attack

Time (week) n Proportion %
4-6 157 96,9
7-12 5 3,1
Total 162 100
Average 6,4+1,1 weels
Table 3.6. Methimazole dose treatment phase attack
Methimazole n Min Max Mean
dose (mg/kg/day)
< 9 year 18 0,33 1,32 0,86 + 0,25
10 - 14 year 57 0,32 0,96 0,58 +0,16
15 - 18 year 85 0,22 0,87 0,60 +0,14
Total 162 0,22 1,32 0,64 +0,20

Table 3.7. Side effects of methimazole

Side effects n Percentage (%)
Yes 11 6,8
No 151 93,2
Total 162 100
Table 3.8. Duration treatment with Methimazole
Time of treament (month) n Percentage
(%)
< 18 months 15 9,3
18 - 30 months 93 57,4
> 30 months 54 33,3
Total 162 100
Mean duration treatment 27,57 £ 8,78 (month)
Duration treatment shortest 17 (month)
Duration treatment longest 42 (month)
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Table 3.9. Methimazole dose befere before cessation drugs

Methimazole n Min Max Mean
dose (mg/day)
<9 year 18 2,5 5,0 3,67+1,89
10 - 14 year 57 2,5 5,0 3,34 +1,43
15 - 18 year 85 2,5 5,0 3,91+1,23
Total 162 2,5 5,0 3,69+1,62
P>0,05
Table 3.10. Relapse rate
Time Relapse n %
< 3 months 18 162 11,1
3 - 6 months 30 144 20,8
7 - 9 months 22 114 19,3
10 - 12 months 21 92 22,8
Total 91 162 56,2

3.3. Relationship between TRAb concentration and some
biological parameters with treatment result
Table 3.11. The change of TRAb concentrations before and

after treatment
Time Mean serum Diference p
TRADb (U/L) (U/L)
Diagnosis 289112 20 <0,05
End of treament 89+%6,9

Table 3.12. TRADb concentrations at diagnosis with relapse

Relapse Mean serum p
TRAD (U/L)
Yes 32,2+99 < 0,05
No 248+ 113




Table 3.13. TRAb
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concenstrations at cessation of treatmnet

with relapse
Relapse Mean serum p
TRADb (U/L)
Yes 10,8 + 7,6 <0,05
No 6,6 +5,3

ROC Curve
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Sensitivity

0.4

0.0

0.0

T T T
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1 - Specificity

T
0.8

Figure 3.1. ROC (Reciver Operating Characteristic) TRAb
concentration at diagnosis with relapse

Table 3.14. ROC TRADb at diagnosis with relapse

Serum | AUC | Cut Se Sp | PPV P
TRAD (%) off (%) (%)
At 31,8 | 626 | 655
<
diagnosis | " [ 308 | 462 | 820 | o | <000
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produced by ties.

Figure 3.2. ROC TRAb concentration at cessation of
treatment with relapse
Table 3.15. ROC TRAb at cessation of treatment with

relapse

Serum AUC | Cut Se Sp | PPV P
TRAb (%) off | (%) | (%)

Cessation of 519 | 725 | 592

treatment 68,5 107 | 385 | 900 63,7 | <0,001

Table 3.16. Relationship between TRADb concentration at
diagnosis according to the ROC curve cut off point with relapse

Serum TRAb Relapse
(U/L) Yes No
n Percentage n Percentage

(%) (%)
>39,8 42 76,4 13 23,6
<39,8 49 45,8 58 54,2
Total 91 56,2 71 43,8

OR =2,29 (1,38 - 3,80); p < 0,01
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Table 3.17. Relationship between TRADb concentration at
cessation of treatment according to the ROC curve cut off point

with relapse
Serum TRADb Relapse
(U/L) Yes No
n Percentage n Percentage
(%) (%)
>10,7 35 81,4 8 18,6
<10,7 56 47,1 63 52,9
Total 91 56,2 71 43,8
OR =285 (1,49 - 5,43); p< 0,01
Table 3.18. Age group at diagnosis with relapse
Age (year) Relapse
Yes No
n Percentage n Percentage
(%) (%)
<12 27 73,0 10 27,0
>12 64 51,2 61 48,8
Total 91 56,2 71 43,8

OR = 2,57 (1,15 5,76); p < 0,05

Table 3.19. Relationship between duration treatment with

relapse

Treatment duration Relapse

Yes No
n | Percentage | n | Percentage
(91) (%) (71) (%)

< 18 months (n = 15) 10 66,7 5 33,3
18 - 30 months (n =93) | 54 58,1 39 41,9

> 30 months (n = 54) 27 50 27 50

42 =1,64,p<0,05
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Table 3.20. Grade of goiter at diagnosis with relapse

Grade of Relapse
goiter Yes No
n Pecentage (%) n Pecentage (%)
Grade 2 53 65,4 28 34,6
Grade 1 38 46,9 43 53,1
Total 91 56,2 71 43,8

OR = 1,54 (1,07 — 2,20); p < 0,05

Table 3.21. Thyroid volume at diagnosis with relapse

Thyroid patient Relapse
volumes compared Yes No
with normal thyroid | n | Pecentage | n Pecentage
volume for age (%) (%)
> 2,5 folds 66 77,6 19 22,4
< 2,5 folds 25 32,5 52 67,5
Total 91 56,2 71 43,8

OR =7,22 (3,59 — 14,53); p < 0,01

Table 3.22. High T3 concentration at diagnosis with relalpse

Serum T3 Relapse
(nmol/L) Yes No
n Pecentage n Pecentage
(%) (%)
>9 47 62,7 28 37,3
<9 44 50,5 43 49,5
Total 91 56,2 71 43,8
OR =1,32 (0,92 -1,90); p<0,05
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Table 3.23. T3 concentration at the cessation of treatment with

relapse
Relapse Mean serum T3 p
(nmol/L)
Yes 251+231 <0,05
No 2,42 + 2,90

Table 324. TRADb concentration at diagnosis and some
biological parameters with relapse

Variant p Partial Eta
Squared
General model > 0,05 0,094
Serum TRAD at diagnosis <0,05 0,045
Age<12and>12 > 0,05 0,011
Time of treament > 0,05 0,017
Volume of thyroid > 0,05 0,005

Note: Partial Eta Squared coefficient partial Eta squared (Level
sunshine of variables in the model)

Table 3.21. TRAb concentration at end of treatment and some
parameters with relapse

Variant p Partial Eta
Squared
General model < 0,05 0,176
Serum TRAD at <0,05 0,097
end of treament
Time of treament > 0,05 0,009
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Chapter 4. DISCUSSION
4.1. Clinical and subclinical characteristics
The study was conducted on 162 children with Graves's
disease treatment monitoring in National Hospital of
Endrocinology from 2010 to 2014 compliance since diagnosis
were follow up until a stable treatment and cessation drug,
continue to follow up and evaluate relapse.

Infected age: Incidence increases with age, the highest
in the age group 15-18 years old accounted for 53,1%, and
women suffer more than men, the proportion of male/female
1/5,75.

Most children has signs Graves’ disease increases
metabolism, stimulate the sympathetic nervous, mood changes,
100% have goitre mainly of 1b and grade 2, 97,5% had diffuse
goiter and 2,5% there's goiter. Most cases hae fast circuit with
age.

The concentration of T3, FT4, TSH and TRADb at the
time of diagnosis: findings at the time of diagnosis of TSH
concentration levels are not quantifiable levels (<0.03 IU / L),
medium FT4 levels average in the study subjects at the time of
diagnosis was 69,3 pmol / L, the average concentration of T3 in
the study subjects at the time of diagnosis was 7,9 nmol /L, the
concentration of average TRAb at the time of diagnosis was
28,9 IU /L (threshold value of 1,58 U / L), reflecting the body
in the state of intoxication under the action of TRAD.
4.2. The result of methimazole treatment

Grave’ disease medical treatment divided in 3 periods:
attack, maintain, consolidate, then cessation of treatment.

Methimazole dose attack period: Methimazole dose
attack period: no different by age, the average daily dose of
Methimazole was 0,64 mg/kg/day.
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Treatment time attack: average of 6,4 weeks, 96,9 % of
patients with treatment duration about 4 - 6 weeks and 3,1 % of
patients with treatment attack duration about 7 - 12 weeks.

The side effects of methimazole: few and mild, the most
common side effects included rash, nausea, hair loss... which
were seen in 11/162 (6,8 %). No cases of severe side effects
such as hepatotoxicity, liver failure, agranulocytosis...

Duration of treatment: prolonged medical therapy
reduced the risk of relapse after cessation of therapy with
statistical significance at p < 0,05. Time children followed
medical treatment average of 27,5 months, of which 9,3% of
subjects treated < 18 months, 57,4 % of patients from 18 - 30
months of treatment and 33,3 % of patients treated > 30
months. Treatment duration was 17 months shortest and longest
was 42 months.

There are many factors related to treatment result and
relapse as the severity of the disease, autoimmune
manifestations, grade of goiter, treatment duration, the
compliance of the patients and their family... moreover,
antithyroid do not completely inhibit the autoimmune etiology
so the relapse rate after medical treatment is high. The study
results following 1 year after cessation drug showed relapse
rate increases with time, after 1 year has 56,2 % of patients
relapse.

4.3. Relationship between TRAb concentration and biological
parameters with treatment result and relapse.

The change in TRAb concentration before and after
treatment: results of study showed that TRAb concentration
before treatment was 28,9 U/L fell sharply at the cessation of
treatment was 8,9 IU/L differences were statistically significant
(p <0,05).

TRADb concentration before treatment may predict
relapse: TRAb concentration at diagnosis in relapse group
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(32,2 U/L) was higher than the non-relapse group (24,8 U/L),
in time following (p < 0,05).

TRAb concentration at cessation treatment may predict
relapse: relapse patients group TRAb concentrations at the
higher cessation treatment, respectively 10,8U/L compared
with 6,5 U/L in patients group not relapse, (p < 0,05).

ROC curve value TRAb concentration at diagnosis has
prognostic significance recurrence: for ROC curve cut off
point was 39,8 U/L, the predictive value was 63,9 % relapse
with a sensitivity of 46,2 % and specificity was 82 %.

ROC curve value TRAb concentration at cessation
treatment with prognostic value of relapse: the cut off point
was 10,7 U/L, the predictive value was 63,7 % recurrence with
a sensitivity of 38,5 % and specificity was 90 %.

Infected age predictors of relapse: the infected children
aged smaller the risk of higher relapse after stopping
medication. The relapse rate in children < 12 years of age is
much higher than the group aged 12 and older (73 %
respectively and 51,2 %). Children < 12 years of age increases
the risk of relapse compared with 2,57 times higher for children
12 and older.

Prolonged treatment time increases the remission rate:
relapse rates in treatment groups < 18 months was 66,7 %,
58,1 % fell in the group with treatment duration of 18-30
months and continued to decline 50 % in the group with
treatment duration of 30 months.

Large goiter increased risk of relapse: 65,4 % of
children grade goiter 2 relapse compared with 46,9 % of the
children grade goiter 1 relapse. The relapse rate in those with
thyroid volume at diagnosis big > 2,5 times the normal thyroid
volume for age is much higher than the group with thyroid
volume big but < 2,5 times normal thyroid volume for age
(77,6 % respectively and 32,5 %).
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T3 concentrations high at diagnosis increases the risk
of relapse: T3 concentrations at diagnosis on relapse group
> 9 nmol/L higher than the concentrations of T3 group
at diagnosis < 9 nmol/L, respectively, 62,7 % and 50,5 %.

Multivariate analysis model TRAb concentration at
diagnosis: TRAb concentration at diagnosis in the group
> 39,8 U/L have a high risk of relapse with (p < 0,05).

Multivariate analysis model: TRAb concentration at the
end of treatment was associated with increased recurrence of
statistically significant at p <0,05.

CONCLUSIONS
1. The clinical, subclinical characteristics-

The disease is rare in children under 5 traveling,
incidence increases with age, the highest in the age group of
15-18, women suffer more than men, the ratio of 5,75/1.

- Over 70% of children are diagnosed later than
3 months after their initial sign of disease. The signs of fatigue,
enlarged neck, weight loss is the main reason why young
doctor.

- Most children have increased metabolic
manifestations, agonists and expression stimulates the central
nervous system. Over 50% of children lean condition at the
time of diagnosis.

- 100% of children with Graves hve goiter, mainly the
97,5% diffuse goiter, 2,5% had goiter nodlul

- Expression of light eyes, the proportion of children
infected with prostosis eyes was 4,3%. 94,4% of all children
have a rapid pulse at the time of diagnosis

- Flow rates increased both systole and diastole, the spot
vessel/1 cm2 cross section increase, 94.4% of children with fast
circuit at the time of diagnosis.

- At the time of diagnosis: T3 concentrations increase,
the average was 7.9 nmol / L. FT4 concentration increased, the
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average was 69.3 pmol/L and low TSH concentrations to levels
not measured.

- At the time of diagnosis: serum TRAb levels
increased, the average was 28,9 1U / L.

2. The results treatment with Methimazole

The mean duration of treatment was 27,6 months, while
the mean duration of attack treatment was 6,4 weeks, mean
duration of maintenance treatment was 24 months, mean
methimazole dose of attack treatment was 0,64 mg/kg/day. The
relapse rate was 56,2 % in 1 year follow up.

3. The relationship between TRAb concentration and some
biological parameters with treatment result

- TRAD levels at time of diagnosis : group TRAb levels
> 39,8 IU/L with 76,4% compared with 45,8% recurrent
relapses among TRAb levels < 398  UI/L.

- TRAb levels at the end of treatment: group TRAb
levels > 10,7 IU/L with 81,4% compared with 47,1% recurrent
relapses among TRAb levels < 10,7 Ul / L.

- Age: age at diagnosis < 12 have 73% versus 51,2%
recurrence in the group > 12 years of age at diagnosis

- Duration of medical treatment: relapse rates in
treatment groups < 18 months was 66,7%, 58,1% decreased in
the treatment group from 18-30 months, fell to 50% in
treatment group > 30 months.

- Children with large goiter, large thyroid volume to an
increased risk of recurrence: relapse rates in those with thyroid
volume > 2,5 times is 77,6% reduced to 32,5% in group thyroid
volume loud but < 2,5 times compare the normal volume of the
thyroid gland.

- T3 concentrations at diagnosis: recurrence rate in the
group with high levels of T3 > 9 nmol / L was 62, 7%, fell
50,5% in group T3 concentrations < 9 nmol /L at diagnosis.

- The concentration of T3 at the end of treatment: group
concentration at the end of treatment T3 Average 2,51 nmol/L
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higher recurrence compare T3 concentration group at end of
treatment average of 2,42 nmol / L.

REOMMENDATION

From the study result, we recommend some following issues:

- Quantification of TRAb concentrations at diagnosis to
help determine Graves's disease diagnosis and prediction of
relapse.

- Serum TRADb concentration at cessation treatment
most valuable in predicting treatment result and relapse, to
quantify concentrations of TRAb before deciding to stop
treatment or help choosing other treatments.

- For the health facilities without conditions to quantify
TRAD concentrations, should be based on some biological
parameters to choose treatments and predict relapse, such as
age at diagnosis (< 12 years old) , large goiter (grade 2 or
higher), thyroid volume at diagnosis (> 2,5 times the normal
thyroid volume for age), high T3 concentration at diagnosis
(> 9 nmol/L ) required more prolonged treatment to reduce the
risk of relapse after cessation medication or treatment option
moresuitable.

- Further studies are needed, a longer study period to
assess treatment outcomes and the role of TRAD in Graves's
disease in children.
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