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PAT VAN PE

Rung nhi (RN) la nguyén nhan quan trong gay suy tim, tai
bién mach ndo, tham chi la ta vong & bénh nhan ((BN) cuong
giap. Nhung néu RN do cuong giap dugc phat hién va dleu tri
sém, ma quan trong nhat 1a diéu tri dat binh gidp sém va 6n dinh,
s& cho két qua kha tot véi khoang 2/3 cac truong hop tu trd vé
nhip xoang. O Viét Nam, nhiéu BN cudng giap c6 RN phai nhap
vién nhiéu lan do céc bién chtng tim mach. Thé nhung hau nhu
khong c6 sé liéu va co sd nao dé khuyén cdo nén diéu tri, theo
dbi bién chung RN, ciing nhu tién luong kha niang dap ang voi
diéu tri RN nhu thé ndo ¢ nhitng BN cuong giap, nhat 1a cac BN
ma&i dugc phat hién... Muc tiéu nghién cwu:

1) Nghién ctu cac dic diém lam sang, can 1am sang cua BN
cuong giap co RN.

2) Nghién cau mot sé yéu té lién quan ¢én RN ¢ BN cudng giap.

3) Panh gia két qua diéu tri trong 6 thang dau & BN cuong giap
cO RN

1. Tinh cap thiét caa deé tai:

Chién lugc diéu tri RN noi chung la kha rd rang nhung diéu
tri RN ¢ BN cuong gidp lai con nhiéu tranh cai vi phu thudc vao
kiém soat cudng giap. Hét cuong gidp sém co thé giup 2/3 so ca
RN tu chuyén vé dugc nhip xoang. Thé nhung diéu tri cuong
giap bang céch nao, trong bao lau c6 thé danh gia duogc hiéu qua
d6i véi su ton tai cua RN con 1a cau hoi. Bén canh d6 BN cuong
giap c6 RN ¢6 diac diém nhu thé nado, nhat 1a ¢ Viét Nam, noi
nhiéu BN khong dugc chan doan va diéu tri sém, thuong xuyén
ciing can duoc lam rd. Trén co s& d6 s& gilp cac thay thudc 1am
sang c6 ké hoach rd rang trong diéu tri BN cuong giap c6 RN
ciing nhu tién luong kha ning RN tré vé dugc nhip xoang.

2. Nhirng déng gép méi caa luan an

Luan an da lam rd cac triéu ching lam sang, can lam sang
ctia BN cudng giap c6 RN, trong d6 c6 nhitng diém khac biét véi
BN cuong gidp ¢6 nhip xoang. Luan an ciing cho biét két qua
diéu tri cuong giap va két qua chuyen vé nhip xoang nho diéu tri
cudng giap trong vong 6 thang dau. bic biét, luan an cung cap
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c4C yeu to tién luong kha ndng chuyén nhip xoang thanh cong, c6
thé sir dung lam co sé cho cac thay thuéc 1am sang trong lua
chon phuong phap diéu tri cudng giap ciing nhu diéu tri RN.

3. B6 cuc luan an:

Luan an c6 110 trang, gom dit van dé 2 trang, két luan 2
trang, kién nghi 1 trang va 4 chwong: Tong quan (31 trang), Doi
twong va phwong phap nghién ctu (13 trang), Két qua (22 trang),
Ban luan (39 trang). C6 40 bang, 2 biéu, 4 hinh, 4 so d6 va 122 tai
lieu tham khao (15 tiéng Viét va 107 tiéng Anh)

CHUONG 1: TONG QUAN TAI LIEU

1.1. Pai cwong vé cuwdng giap

111 Dinh nghia: Cuong giap (hyperthyroidism) la tinh trang tuyén
giap hoat dong qua muc dan dén san Xuat hormon giép nhiéu hon
binh thuong. Hau qua 1am gia ting nong do hormon luwu hanh trong
mau, gy ra nhirng ton hai vé md va chuyén hoa.

112. Cac nguyén nhan chinh gdy cwong gidp gom Basedow (la
nguyén nhan chinh), bu6u (don hodc da) nhén doc tuyén giap va u
tuyén yén tang tiét TSH (Thyroid stimulating hormon)

1.2. Anh hwéng caa hormon giap 1én hé tim mach:
- Téc dong Ién cau tric té bao co tim, 1am ting dic tinh co co, ting
tan so co bop
- Tuong tac voi hé giao cam: Lam ting tan s tim, ting ap luc
mach va tang cung luong tim & cac BN cuong giap
- Téac dong 1én hé thong mach ngoai vi 1am ting cung lugng tim.
1.3. Rung nhi do cwong giap:
1.3.1. Dich té hoc rung nhi do cwong giap: RN la bién ching tim
mach pho bién nhat ¢ cac BN cuong giap, gap ¢ khoang 8-15% BN
cuong giap so vaéi chi 0,4% ¢ quan thé binh thuong.
Pic diém cia RN do cuong gidp la lac dau chi l1a nhu:ng con kich

phat trong thoi gian ngan, sau d6 mdi tai phat nhiéu lan va tré thanh
thuong xuyén

1.3.2. Sinh ly bénh rung nhi do cwong giap.
1.3.2.1. Co ché g8y rung nhi néi chung
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C6 nhiéu co ché gay RN dugc dé xuat, trong do, tai vao lai (re-
entry) 1a mot trong nhirng co ché chinh dan tgi RN. Song da vong duoc
tao ra & tAm nhi c6 thé anh huéng dén nhip xoang binh thudng va gay
loan nhip. Mot co ché quan trong khac 1a sy hinh thanh cac 6 kich
thich ¢ nhi gay ting tinh tu dong, din dén RN. Céac 6 phat dién nay
thuong nim ¢ thanh sau nhi, trong d6 94% cac 6 nam sat cac tinh mach
phdi ¢ thanh sau nhi trai.
1.3.2.2. Cuong giap la nguyén nhan thugn loi gdy rung nhi: Tang
hormone giap thuong phdi hop véi rat ngan thoi gian tro caa té bao co
tdm nhi, tang hoat tinh ngoai tam thu trén that va ting hoat tinh than
kinh giao cam. Sy hoat hoa cac 6 gay loan nhip nay boi ting hormone
gidp cd thé déng vai tro cau néi giira cudng giap va rung nhi.

1.3.3. C4c bién ching cia RN ¢ BN cwong giap: RN khong duoc
diéu tri c6 thé gay suy tim, tic mach, va lam tiang nguy co tir vong
1.3.4. Piéu tri rung nhi do cwong giap: Piéu tri RN nham 3 dong thoi
muc tiéu: kiém soét tan sb, phong huyét khoi.

1.3.4.1. biéu trj chuyén rung nhi thanh nhip xoang:

e Hudng diéu tri: Can dua BN vé binh giap cang sém cang tot. Voi da
s6 BN cuong giap c6 RN thi diéu tri thuéc khang giap trang tong
hop (KGTTH) va chen beta Ia thich hop va du dé dua dugc vé nhip
xoang va han ché nguy co gy suy tim.

e DPiéu tri cuwong giap: Nén tang cua diéu tri BN cuong giap c6 RN Ia
dua vé binh gidp sém va bén viing vi phuc héi duoc binh giap
thuong di kém chuyén RN thanh nhip xoang & khoang 2/3 s6 BN.
Nhung néu sau 4 thang méi dat binh gidp thi kha nang chuyén nhip
tu nhién 1a rat thap.

e Dieu tri chuyén nhip bang thusc hodc shock dién: Chi dat ra néu BN
d4 dat binh giap trén 3 thang ma RN van ton tai.

e Pieu tri thusc duy tri nhip xoang

1.3.4.2.Kiém soat nhjp that: Chi dinh nay 1a bat budc & cac BN c6 hoi

hop danh trong nguc nhiéu va kho thé. Muc tiéu 1a khdng ché nhip that

< 100 lic nghi dé dam bao chirc nang tim duoc toi wu.

1.3.4.3. Piéu tri khac: Diéu tri dau nguc hoic suy tim xung huyét kém

theo.

1.3.4.4. Piéu tri chong dong:
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1.3.6. CAc yéu tién lirong kha ndang kho chuyén nhip xoang sau diéu tri
cuong giap:

Tuoi cao, nhat 1a & nhitng ngudi trén 70 tuoi

Thoi gian bi rung nhi l1au: La yéu té quan trong nhat

Nhi trai gian rong, co bénh tim mach di kém nhu tang HA, suy tim...

CHUONG 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Poi twgng nghién ciu: 14 114 BN duoc chan don xéc dinh
cuong giap lan dau tién (57 BN c6 rung nhi va 57 BN ¢6 nhip xo0ang)
2.1.1. Tiéu chuan chon BN vao nghién ciu:

- Puogc chan doan cuong gidp lan dau tién:
- DPuogc xac dinh ¢6 nhip xoang hodc rung nhi
- C6 diéu tri noi tra tai Khoa Noi tiét, Bénh vién Bach Mai
2.1.2. Tiéu chuan loai trir: Loai khoi nghién cau néu BN:
Co tang FT4 va giam TSH, dugc xac dinh khéng phai do cuong giap
C6 rung nhi do bénh van tim, bénh tim bam sinh
C6 tién st bénh mach vanh hoic ting huyét ap
C6 bénh toan than nang, c6 roi loan Natri va Kali mau
2.2. Phwong phap nghién curu:
2.2.1. Cach chen mdu: Chon mau thuan tién, lién tuc trong thai gian
tur thang 3/2010 — 12/2013
2.2.2. Qui trinh nghién cizu va thu thdp sé ligu:
Buéc 1: Kham sang loc tat ca cac BN vao dieu trj tai khoa Noi tict,
BV Bach Mai véi chan doan cuong giap
Bwéc 2: Chon BN. Ctr 1 BN ¢d RN chon vao nhém A, sé& chon tiép
theo 1 BN c06 nhip xoang vao nhom B.
Buérc 3: Kiém tra cc xét nghiém di co, 1am thém cac xét nghiém
con thieu: TSH, FT4/FT3, TRAD, Pro-BNP, siéu &m doppler tim...
Budc 4: Diéu tri cuong giap, diéu tri rung nhi va theo ddi
Budc 5: Thu thap thdng tin, hoan thién bénh an nghién cau cua cac
BN trong nhom cudng giap c6 rung nhi theo mau.
Budc 6: Phan tich s lieu
2.2.3. Diéu tri cwong giap: bang mot trong 3 phuong phap sau
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- Diéu tri noi khoa tai khoa Noi tiét — BV Bach Mai. Chi dinh: BN
Basedow c6 budu to do I-11, co diéu kién diéu tri 1au dai.

- Diéu tri 1" tai Trung tam Y hoc hat nhan — BV Bach Mai. Chi
dinh: BN ¢6 budu nhan doc tuyén giap, BN cuong giap c6 kém
suy tim, ¢6 ting men gan, giam bach cau hat hoic bi di tng thudc
KGTTH; BN Ion tuoi.

- Diéu tri phau thuat tai Khoa Tai Miii Hong - BV Bach Mai. Chi
dinh: Budu giap to, budu nam trong 16ng nguc hoic budu gay
chén ép nhiéu; BN Basedow that bai véi diéu tri noi khoa

2.2.3.4. Theo déi diéu tri cwong giap: Sau khi ra vién, tat ca cac BN
duoc kham lai sau mdi 4-6 tuan dé danh gia két qua diéu tri. Noi dung
gom kham cuong giap va tim mach (luu y RN), cac xét nghiém FT4,
TSH, dién tim. Trén co s& d6 s& diéu chinh ché d¢ diéu tri d¢ dat va
duy tri binh giap, va kiém soat tan s6 tim dat muc tiéu.

2.2.4. Piéu tri rung nhi:

2.2.4.1. Diéu tri RN khi con cwong giap: Thuc hién song song

Piéu tri cudng giap tich cuc

Kiém soat tan sb that & BN:

BN khdng suy tim hogc suy tim NYHA 1, 11: sir dung thudc chen
beta duong uong (Metoprolol/Bisoprolol) nham khong ché nhip tim
<90 c/ph:

BN c6 suy tim NYHA 111, IV hodc chong chi dinh thudc chen beta:
Cho Digoxin 0,25mg x 1 vién/ngay hogc tiém tinh mach 1/2 - 1 6ng
Isolanide 0,4mg, va thém loi tiéu.

biéu trj chong déng: Theo huéng dan caa AHA/ACC/ESC - 2006
BN c6 RN trg vé xoang trong vong 48h: Khong diéu tri chéng dong
BN c6 RN kéo dai > 48h: thudc chong dong duong udng theo thang
diem CHADS,.

Piém = 0: Udng Aspirin 100 mg/ngay

biém = 1: Udng Aspirin 100 mg/ngay hoic Sintrom

biém > 1: Ubng Sintrom, liéu bat dau 1/4 vién 4mg/ngay. Muc tiéu
INR tr 2,0 - 3,0.

2.2.4.2. Pieu trj va theo d6i RN sau khi BN da dat binh gidp: Tat ca
cac BN duoc khdm lai mdi 4-8 tuan dé danh gi tinh trang cudng giap
va RN. Véi cac BN con RN sau khi dat binh gidp: Tiép tuc ding thubc
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chong dong, thudc chen beta (hogc digoxin) dé kiem soét nhip that cho
den khi hét RN hodc tdi 4 thang sau khi binh giap. Néu con RN sau 4
thang sé hoi chan dé xét shock dién chuyén nhip tai Vién Tim mach
Cac BN d4 tro vé nhip xoang: theo ddi thém cho dén hét 6 thang.
2.2.4.3. Theo doi cac bién chirng c6 lién quan dén rung nhi Suy tim,
nhoi mau ndo, ti vong...
2.2.5. Cac tiéu chi danh gia:
2.2.5.1. Cuong giap: Lam sang cé hoi chung cuong giap, va TSH <
0,10 mU/ml va FT4 > 22,0 pmol/l hoac FT3 > 6,5 pmol/l.
2.2.5.2. Nguyén nhdn cuwong giap: chia lam 3 nhom la Basedow, budu
don hoac da nhan déc va cuong giap do cac nguyén nhan khac.
2.2.5.3. Rung nhi va phan logi RN
- Rung nhi: Trén dién tim thay song P dugc thay thé bang nhiing séng
rung nhanh (song f) khac nhau vé bién do, hinh dang, va thoi gian .
RN kich phét: RN két thiic trong vong 7 ngay tir khi xuat hién
RN dai diang: RN lién tuc kéo dai trén 7 ngay
RN kéo dai: RN lién tuc kéo dai trén 12 thang.
RN man tinh: RN kéo dai, BN va thay thudc quyét dinh ngung can
thiép dé phuc hoi va/hoac duy tri nhip xoang
2.2.5.4. Dau hiéu thiéu mau co tim hoic nhdi mau co tim cii trén dién
tim: Song T (-), doan ST chénh 1én, song Q
2.2.5.5. Suy tim: Pinh nghia theo khuyén céo,cﬁa Ho1 Tim mach Viét
Nam. Phan loai mc do suy tim tir 0 NYHA 1 dén do IV
2.2.5.6. C4c thong so trén siéu am tim: Kich thudc nhi trai binh thuong
<35 mm (theo Vién Tim mach Viét Nam). Phan suat tong mau tang >
70%; binh thuong la 50 — 70%; suy tim c6 chirc ndng tdm thu that trai
bao ton > 50% hodc thay doi < 50% (theo HOI 'J'im mach chau Au,
Truong mén Tim mach Hoa Ky). Ap luc DM phoi tang nhe tr 25-40
mmHg, tang vua tu 41-55 mmHg va tdng nang >55 mmHg
2.25.7. Céc thong so khac:Tuoi BN (ndm), thoi gian cuong gidp
(thang), thoi gian bi RN ( lay moc 1a RN mai va RN > 4 thang)
2.2.6. Phwong tién, trang thiét bi phuc vu nghién ciu
2.2.6.1. Cac xét nghiém sinh hoa tai Khoa sinh hoa — BV Bach Mai
- FT4 va FT3 binh thuong = 12 - 22 pmol/l, va 3,5 - 6,5 pmol/l.
- TSH binh thuong = 0,27 — 4,2 mU/ml.



7

2.2.6.2. Xét nghiém INR may tu dong CA 1500 tai Khoa Huyét hoc —
BV Bach Mai. INR binh thuong = 0,8 — 1,2.

2.2.6.3. Cac xeét nghiém tham do churc nang tai BV Bach Mai: Lam
dién tim 12 chuyén dao tai Khoa Néi tiét va Vién Tim mach. Siéu am
tuyén giap tai Khoa Noi tiét. Xa hinh tuyén giap va do do tap trung I***
tai Trung tam Y hoc hat nhan va lam siéu am tim tai Vién Tim mach
2.3. Xir ly s6 liéu nghién ciu: Céc sd liéu duoc xur 1y theo cac thuat
toan thong ké y hoc bang phan mém SPSS 16 dé tinh toan cac thdng
sb: trung binh, d6 léch chuan. p < 0,05 duoc coi 1 ¢6 ¥ nghia théng ké.

CHUONG 3: KET QUA NGHIEN CUU
Trong thoi gian tir thang 3/2010 - 5/2013 chlng t6i chon duoc
114 BN cuong giap, gom 57 ¢6 RN (nhém A) va 57 BN ¢06 nhip xoang
(nhom B).
Bang 3.1: Cac dic diém chung cua cac BN trong nghién ciu

Piic diém ban dau Nhom A Nhom B
Tubi trung binh (ndm) 54,05+ 11,19 | 46,85+ 13,16
Gi6i (nam/nix) 23/ 34 18/ 39
Thoi gian cuong gidp TB (thang) | 5,57 = 10,87 2,07 221
Basedow/ Budu nhan doc (n) 55/ 2 57/0
Suy tim/ Khong suy tim (n) 20/ 37 2/ 55

3.1. Cac diic diém ciia nhom BN cuong giap cé rung nhi:

3.1.1. Cdc dic diém |am sang:
3.1.1.1. Tuéi va gidi:

Bang 3.2: Phan bd BN theo tudi va gioi

Nhom tudi BN nam | BN nir Tong sb
30 - 39 6 0 6 (10,53)
40 - 49 4 8 12 (21,05)
50 - 59 9 16 25 (43,86)

> 60 4 10 14 (24,56)
Tong so 23 34 57 (100)

Tudi trung binh caa cac BN 1a 54,05 + 11,19 (tir 30 — 76 tudi). C6

68,42% BN tir 50 tuoi tro 1én. Ty 1& BN nit/ nam 13 1,48.
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3.1.1.2. Thoi gian co triéu chirng cuong giap:

Co 16 BN co0 tri¢u chung cuong giap < 1 thang (28,07%); 19 BN
O triéu chirg cuong giap tir hon 1 dén 3 thang (33,33%) va 22 BN c6
triéu chimg cuong giap trén 3 thang (38,60%). Thoi gian co triéu
chirng cuong giap trung binh la 5,57 £ 10,87 thang (0 - 12 thang).
3.1.1.3. Thoi gian bj rung nhi:

Bang 3.3: Thoi gian bi RN trudc khi vao vién

Thoi gian bi RN (thang) S6 BN (n) Ty 1é %
0 (ch7 biét RN khi vao vién) 37 64,91
1-4 14 24,56
> 4 6 10,53
Tong so6 57 100

Thoi gian bi RN trung binh la 2,63 + 8,81 thang (tir 0 - 60 thang)
3.1.1.4. Tdn sé tim: Tan s6 tim trung binh caa cac BN ldc nhap vién 1a
109,0 £ 16,0 c/ph (75 - 150 c/ph). Trong d6 c6 10 BN c6 nhip tim
nhanh > 100 c/ph (chiem 17,54%)
3.1.1.5. Bénh nhan b;j suy tim: C6 20/57 BN bi suy tim, chiém ty 18
35,09%, trong d6 18 BN (31,58%) bi suy tim NYHA 1l va 2 BN bi suy
tim NYHA I
3.1.2. Két qud xét nghigm FT4 va TSH: Nong do FT4 va TSH trung
binh cia cac BN lan luot la 72,95 + 27,93 pmol/L va 0,0059 £ 0,0016
mU/L
3.1.3. Két qud siéu am tim
3.1.3.1. Ho van tim:

Bang 3.4: Tinh trang hé van tim duogc phat hién trén siéu am tim

Pic diémvantim | Micddhé | S6BN (n) | Ty lé (%)
Hovan 2 la Nhe 21 36,84
Vua - Nang 24 42,10%
Hao van 3 la Vira — Nang 3 5,26
Ho van DM chu Nhe 17 29,82
Tong s6 48 84,21

C6 6 BN bi sa van 2 14 (10,5%), déu 12 & BN c6 hé van 2 Ia.



9

3.1.3.2. Kich thuéc nhi trdi, phdn sudt tong mau, ap luc PM phoi

Bang 3.5: Kich thudc nhi trai, phan suat tong mau, ap luc DM phoi

Két qua siéu am tim S6 BN (n) Ty 18 (%)

<35 27 47,37

Kich thuéc > 35 - 40 14 24,56

nhi trai > 40 16 28,07
(mm) Trung binh 36,87 + 6,17

> 70 14 24,56

Phén suat 50— 70 40 70,18

tong mau 40 — 49 3 5,26
(%) Trung binh 63,69 + 8,71

25— 40 25 43,86

Ap lwe PM 41 — 55 25 43,86

phoi > 55 7 12,28
(mmHg) Trung binh 43,98 + 11,09

Co6 52,63% BN c0 nhi trai to > 35 mm; 5,26% BN co EF giam <
50% va 100% BN c0 ap luc BDM phodi tang > 25 mmHg (trong do

56,14% BN c6 &p lyc DM phoi > 40 mmHg).

3.2. Mot s6 yéu t6 lién quan dén rung nhi & BN cwong giap:

3.2.1. CAc yéu té lién quan dén sw xudt hién rung nhi:

3.2.1.1. Tuéi bénh nhan va gigi:
Bang 3.6: So sanh tuoi gitra 2 nhém BN

Nhom tuoi Nhom A (n = 57) Nhom B (n = 57)
n % n %
<40 6 10,53 14 24,56
40 - 49 12 21,05 18 31,58
50 — 59 25 43,86 15 26,32
> 60 14 24,56 10 17,54
Tudi trung binh 54,05 +11,19 46,85 + 13,16
D <0,01

Ty 1& BN > 50 tudi & nhém RN cao hon nhém nhip xoang c6 y

nghia théng k& (68,42% so véi 53,86%)
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Gigi: Ty Ié¢ BN nam trong nhdm RN cao hon nhoém nhip Xoang
(40,35 so0 véi 31,58%) nhung khong c6 y nghia thong ké véi p > 0,05
3.2.1.2. Thot gian co triéu chirng cuong giap:

Table 3.7: Thoi gian co triéu chimg cuong giap gitra 2 nhom

Thoi gian bi cwong | Nhom A (n =57) Nhém B (n = 57)
giap (thang) n % n %

<1 16 28.07 34 59.65

>1-3 19 33.33 17 29.82

> 3 22 48.60 6 10.53
Thoi gian TB 5,57 +£ 10,87 2,07+2,21
Thoi gian trung vi 2 (22,81%) 1 (59,65%)

P < 0,05

Thoi gian bi cuong gidp trung binh cua nhém RN cao hon nhém

nhip xoang khoang 3,5 thang, c6 y nghia théng ké (p < 0,05)
3.2.1.3. Nong dg FT4 va TSH: Nong d6 FT4 va TSH trung binh giira 2
nhém BN RN va nhip xoang khéc biét khong c6 ¥ nghia thong keé:
72,95 = 27,93 so vai 74,93 = 23,25 pmol/L, va 0,006 + 0,002 so voi
0,008 + 0,011 mU/L (p > 0,05)
3.2.2. CAc yéu té lién quan dén hdu qud ciia rung nhi:

Bang 3.8: So sanh cac triéu chirng tim mach gitra 2 nhom BN

Triéu chieng tim mach | Nhom A (n= | NhomB (n = p
57) 57)
n % n %
<100 47 | 8246 | 49 | 85,96
Tan sb > 100 10 | 17,54 8 14,04
tim | Tinsdtrung | 109,0+16,0 | 107,4+153 |>0,05
binh
Suy tim 20 | 35,09 2 3,51

Tan s6 tim, HA trung binh gitta 2 nhém RN va nhip xoang khéc
bi¢t khong c6 ¥ nghia thong ké. Ty 1€ bi suy tim ¢ nhom RN cao gap
10 lan nhém nhip xoang (35,9% so véi 3,51%).
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3.2.3. Cac két qud siéu am tim:
3.2.3.1. Kich thuocC nhi trdi trén siéu am tim (mm)
Bang 3.9: So sanh kich thudc nhi trai gitra 2 nhom BN (mm)

Kich thwéc nhi | Nhom A (n =57) | Nhom B (n = 57) p
trai (mm) n % n %
<35 27 47,37 43 75,44
>35 | >35-40 14 24,56 10 17,54
> 40 16 28,07 4 7,02
Kich thuéc TB 36,87 £ 6,17 32,94 + 6,26 < 0,001

Ty 1€ nhi trai to > 35 mm & nhom RN cao hon nhom nhip xoang
(52,63% so vai 24,56%, p < 0,001).

3.2.3.2. Phan sudt téng mau - EF (%)

Bang 3.10: So sanh phan suat tong mau giira 2 nhom BN

Phan suat tong | Nhdom A (n=57) | NnomB (n=57) | p
mau (%) n % n %
>70 14 24,56 18 31,58
50 — 70 40 70,18 39 68,42
<50 3 5,26 0 0
Phan suat TB 63,69 + 8,71 67,54 +6,32 | <0,05

Ty 1€ EF tang > 70% & nhdm nhip xoang cao hon nhém RN nhung
khong c6 y nghia thong ké

3.2.3.3. Ap lure dong mach phéi (mmHg)
Bang 3.11: So sanh ap luc DM phoi gitra 2 nhom BN (mmHg)

Ap lwe PM phoi | Nhém A (n =57) | Nhém B (n = 57) p
(mmHgQ) n % n %
<25 0 0 2 3,51
25— 40 25 43,86 43 75,44
41 - 55 25 43,86 12 21,05
> 55 7 12,28 0 0
Ap luc TB 43,98 + 11,09 3464+841 |<0,001

Ty 1& BN ¢6 ap luc DM phdi cao > 40 mmHg ¢ nhom RN cao hon

nhém nhip xoang c6 ¥ nghia thong ké véi p < 0,001.
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3.2.3.4. Ho van tim va sa van hai la danh gid qua siéu am tim
Bang 3.12: So sanh ty Ié hd van tim gitra 2 nhom BN

Hé van tim Nhom A (n=57) | Nhom B (n=57) P
n % n %
Nhe 21 36,84 21 36,84
Van 2 la Vira 21 36,84 2 3,51
Nang 3 5,26 0 0
Van DPMC | Nhe 17 29,82 0 0
Tong sb 48 84,21 23 40,35 | <0,001

C6 10,5% BN ¢ nhom RN va khéng BN nao & nhom nhip xoang

césavan?2 la
3.3. Két qua diéu tri & cac BN cuong giap cé rung nhi sau 6 thang:
3.3.1. Tinh hinh diéu tri cwong giap é cdc BN c6 rung nhi
3.3.1.1. Phuwong phdp diéu tri cuong giap: C6 34 BN dugc diéu tri noi
khoa (59,65%) va 23 BN duoc diéu tri I*** (40,35%). Cac thudc diéu tri
khac dugc sir dung nhiéu nhat la thuoc chen beta, ¢ 77,2% so BN.
3.3.1.2. Diéu tri ngi khoa

Bang 3.13: Két qua diéu tri noi khoa cudng giap qua cac lan kham

Lan Liéu FT4 TSH
kham Thyrozol TB trung binh trung binh
1 20,0 £ 5,39 34,49 +18,96 | 0,005+ 0,001
2 14,04 + 6,93 24,30+ 17,26 | 0,317 +1,522
3 12,38 £ 5,83 17,39 +12,66 | 0,855+ 1,981
4 9,29 + 4,32 13,03 £4,41 1,853 + 3,177
5 7,50 £ 2,74 16,38 £ 12,26 | 1,360 * 2,247
6 8,33+ 5,77 10,16 + 4,28 1,555 + 1,613

O lan kham 2 (tuan 8), FT4 va TSH trung binh di tré vé gan binh
thuong. O lan kham 3 (tuan tht 14), FT4 va TSH trung binh da trd vé
binh thuong.
3.3.1.3. Piéu tri 1™ Cac BN duoc didu tri 1" tir tudn tha 1 — 9, da sb
& muc liéu 7 mCi.
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3.3.1.5. Két qua diéu tri cuong giap ¢ toan bg nhém 57 BN rung nhi:
Bang 3.14: Chue niang tuyén giap ¢ 57 BN sau 6 thang diéu tri

Chirc ning sau | DT ndi khoa | Bidu trij I'™ Téng sb
6 thang n % n % n %
Binh giap 8 23,53 3 | 13,04 | 11 | 19,30
Suy giap 1 2,94 7 30,44 8 14,03
Cudng giap 10 | 29,41 8 | 3478 | 18 | 31,58
Khong biét 15 | 44,12 5 | 21,74 | 20 | 35,09
Tong so 34 100 23 100 | 57 | 100

Sau 6 thang, c6 26,5% BN ¢ nhom diéu tri noi khoa va 43,5%
BN ¢ nhom diéu tri 1'** hét cuong giép (p > 0,05). Thoi gian dat binh
giap trung binh gitra 2 nhdm khac biét khéng c6 y nghia thong ké (17,4
+ 6,3 tuan so voi 18,5 + 3,4) vai p > 0,05. C6 20 BN bi mat theo dbi.
3.3.2. Két qud diéu tri rung nhi:
3.3.2.1. Két qua chuyén nhip: Sau 6 thang, c6 33 BN (57,89%) BN tu
chuyén vé duoc nhip xoang.

Bang 3.15: Thai gian chuyén nhip xoang ké tir khi bat dau diéu tri

Thati gian Toan bo 33 BN 16 BN RN dai dang

(tuan) n % n %

<4 21 63,64 4 25,0

>4 -8 3 9,09 3 18,75

>8-12 2 6,06 2 12,5

>12-16 4 12,12 4 25,0

> 16 -26 3 9,09 3 18,75
Thoi gian TB 5,94 + 7,27 11,18 + 7,45

Ty & BN trg vé nhip xoang trong 16 tuan dau diéu tri 1a 91,91%,
con tinh riéng & nhdm 16 BN RN dai dang 1a 81,25%. Tai thoi diém
chuyén nhip xoang, 30 BN (90,9%) van con cuong giap, nhung 14 BN
trong sb nay c6 FT4 da giam < 26 pmol/I.
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3.3.2.2. Két qud diéu tri kiém soat tdn sé tim (kiém soat nhip):
Bang 3.16: Tan s6 tim trung binh ¢ cac lan kham

Lan kham | BN diéutri | Tansétim TB | Khoang dao
chen B (c/ph) dong
1 23 86,43 + 11,28 62 - 110
2 18 86,23 + 10,22 72 -110
3 15 84,30 £ 9,0 72 -100
4 12 83,07 £11,21 60 — 100
5 4 83,0+ 9,44 72 —-100
6 2 82,67 +2,31 80-84

“Ngay lan kham dau (sau 2,5 tuan), tan so tim ciia cac BN da duoc
kiém soat < 110 ¢/ph. Tu lan kham 3 (14 tuan), tan so6 tim da dugc

khong ché < 100 c/ph.

3.3.2.3. Diéu trj chong déng: 100% BN duogc diéu tri Aspirin ngay khi

vao vién, va 5 BN, chiém 8,77%, duoc diéu tri bang Sintrom.

3.3.2.4. Bién ching: Trong thoi gian nghién ciru ¢6 1 BN bi tir vong va

1 BN bi tai phat RN
3.3.3. Tim hiéu céc yéu té tién lwong khd ndng chuyén nhip xoang:
3.3.3.1. Tuéi lic dwoc chdn dodn cirong giap:

Bang 3.17 Ty lé BN chuyén nhip xoang va con RN theo tuoi

Nhémtudi | Véxoang (n= | Con RN (n=24) | Téng sb
33)
n % n %

<50 7 38,89 11 61,11 18

> 50 26 66,67 13 33,33 39
Tuoi TB 56,93 + 9,45 50,87 £ 11,72 | p>0,05

P > 0,05
OR (95% CI) 0,32 (0,10 — 1,01), p > 0,05

Kha ning vé nhip xoang caa cac BN < 50 tudi thap hon cac BN >

50 tudi khdng c6 y nghia thong keé.
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3.3.3.3. Thoi gian co triéu chirng cuong giap (thang)
Bang 3.18: Ty I& BN chuyén nhip xoang va con RN theo thoi gian
cuong giap

Theigian | Vé xoang (n=33) | Con RN (n =24) | Téng sé
(thang) n % n %
<1 9 27,28 14 29,17 16
> 1 24 12,72 17 70,83 41
Thoigian TB| 2,66 + 1,96 500 +4,63 |p<0,05
OR (95% CI) 0,91 (0,28 — 2,93), p > 0,05

Thoi gian co trigu chimg cudng giap trung binh cua cac BN vé
xoang thap hon so véi cac BN con RN (p < 0,05). Tuy nhién tinh OR
véi cac moc thoi gian déu khong c6 y nghia thong ké
3.3.3.4. Thoi gian bi RN truéc diéu tri cuwong giap (thang)

Bang 3.19: Ty 1é BN chuyén nhip xoang va con RN theo thoi gian
bi RN

Thai gian | Vé xoang (n = 33) | Con RN (n = 24) | Téng s6
RN (thang) n % n %
<1 25 67,57 12 32,43 37
>1 8 40,00 12 60,00 20
Thoigian TB | 0,78 2,23 517 +13,08 | p<0,05
OR (95% CI) 3,12 (1,01 — 9,66), p < 0,05

~ Kha nang tro vé nhip xoang cua cac BN méi bi RN < 1 thang cao
gap 3,1 1An so véi cac BN c6 RN > 1 thang (95%Cl = 1,01 — 9,66).
3.3.3.5. Nong d¢ FT4 ban dau trudc dieu tri: Sy khac bigt vé nong do
FT4 trung binh gitra 2 nhom khong ¢6 ¥ nghia thong ké (74,63 + 25,83
s0 vé6i 71,72 + 30,98 pmol/L, p > 0,05)
3.3.3.6. Suy tim lGc nhdp vién: Kha niang vé nhip xoang cua cac BN
khong suy tim cao hon so v6i cac BN ¢6 suy tim nhung khdng co y
nghia théng ké: 95% Cl = 2,26 (0,74 - 6,85).
3.3.3.7. Ap luc PM, kich thuéc nhi trdi va phan sudt tong mau:

Bang 3.20: Ty 1é BN vé nhip xoang va con RN theo céc théng sb

siéu am tim
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Thoéng so siéu am tim Vé xoang Con RN Tong
n % n % S0
, ~ss | 2540 | 15 | 600 | 10 | 400 | 25
Apluc | — 41-55 | 17 | 68,0 8 32,0 | 25
bM > 55 1 1429 6 |871| 7
phol Trungbinh | 4191+746 | 46,83+1441 | 57
(mmHg)
P > 0,05
OR (95%ClI) 10,67 (1,19 — 95,73), p < 0,05
<ap =35 18 | 6923 | 8 |30,77 | 26
Kich |~ " |>35-40| 10 |6667| 5 |3333]| 15
thuoc > 40 5 3125 11 |6875| 16
nhitral o binh | 35214533 | 39,39+651 | 57
(mm)
p 0,01
OR (95% CI) 4,74 (1,36 — 16,46), p < 0,0
Phan | __ | <50 0 0 3 100 3
suat | = " | 50-70 | 20 | 50,0 | 20 | 50,0 | 40
mg > 70 13 | 928 | 1 | 7,14 | 14
(%) Trung binh 6598+844 | 6045+802 | 57
P < 0,05

OR (95%Cl)

14,95 (1,79 — 124,60), p < 0,05

Kha ning vé nhip xoang cao hon c6 ¥ nghia ¢ cac BN c6 &p luc
PM phoi < 55 mmHg; nhi trai <40 mm va EF > 70% (p déu < 0.05)
3.3.3.8. Phwong phdp diéu tri cwong giap
Bang 3.21: Két qua chuyén nhip theo phuong phéap diéu tri cuong giap

Két qua chuyén nhip | Diéutringi | Diéutril™ | Tdng
n % n % s0
V& nhip xoang 19 | 5588 | 14 | 6087 | 33
Con RN 15 44,12 9 39,13 24
P > 0,05

3.3.4. C4c bién chirng trong qua trinh diéu tri va theo dbi: Co1BN
Basedow bi tai phat RN do bo dieu tri va 1 BN bi tir vong, ¢ tuan diéu
tri noi khoa thir 8, khi da vé nhip xoang.
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CHUONG 4: BAN LUAN

4.1. Pic diém 1am sang, can 1am sang cia BN cuwong giap c6 RN:
4.1.1. Cic dic diém lam sang

4.1.1.1. Tuéi: Cac BN cuong giap c6 RN trong nghién cau cua ching
t6i c6 tudi khé cao, trung binh 12 54,1 + 11,2 va 68,4% BN c6 tudi > 50
va khong ¢6 BN nao dudi 30 tudi. Két qua nay thap hon so véi cac BN
& chau Au cua H.Breuere hay Selmer déu ¢ tudi trung binh trén 64 do
cac BN cua ching t6i déu 1a RN va cudng giap maoi.

4.1.1.2. Gioi: Cuong giap hay gap ¢ nir hon nam, nhung & nhom BN bi
RN do cuong giap thi ty 16 BN nam thudng cao hon nit. Ty s6 BN
nam/ nix cta ching toi chi 1a 1,48 nhung déu cao hon nhiéu o V&i cac
quan thé BN cuong giap noi chung ¢ Viét Nam

4.1.1.3. Thoi gian (c6 triéu chitng) cwong giap: Pa sd cac BN cua
ching tbi co thoi gian bi cuong giap 1au, véi thoi gian bi cuong giap
trung binh 145,57 + 10,87 thdng. Cuong gidp lau s& lam thay doi nhieu
hon cau tric va chirc nang tim nhu tang ap luc DM phdi, ting kich
thudc va &p luc nhi trai... 1a nhitng yéu té nguy co gdy RN.

4.1.1.4. Nguyén nhdan cwong giap: Basedow la thu pham & 55/57
(96,49%) cac BN RN, con lai la 2 BN budu don va da nhan doc.

4.1.2. Cac trigu chirng tim mach:

4.1.2.1. Thoi gian bi RN truéc khi nhédp vién: Do RN 1a bién ching
nang, khién BN phai di kham bénh nén c6 dén 68,42% BN chi biét bi
RN khi nhap vién. Thoi gian bi RN trung binh cta ca nhém la 2,63
thang, va néu bo di 2 BN bi RN Iau nhat (28 va 60 thang) thi thoi gian
bi RN trung binh cta 55 BN con lai chi la hon 1 thang, 1a thuan loi 16n
cho diéu tri chuyén nhip xoang.

4.1.2.2. Tdn sé tim lGc nhdp vién: Céac BN cua ching t6i co tan sb tim
trung binh 13 109 c/ph, trong d6 34/57 BN c¢6 tan s6 tim o dudi < 90
c/ph. Ly do 1a c6 thé cac BN con kha ning dung nap khé tot, ngoai ra
c6 8 BN duoc phat hién RN tai Vién Tim mach, da duoc diéu tri thude
chen beta hoic digitalis truéc khi chuyén sang khoa ching toi.

4.1.2.3. Huyét ap cua cac BN: Cuong gidp 1a mot nguyén nhan gay
tang HA tam thu don d6c. Nhung do chdng t0i da loai cac BN c¢o tang
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HA tr trudc nén trong nhom BN cua chdng toi, chi 3 BN c6 tang HA
nhe lUc vao vién.

4.1.2.4. Suy tim: C6 35,1% BN trong nghién cau c6 suy tim, da phan
((90%) 14 suy tim NYHA 11, ¢6 1& do vi cac BN déu méi bi RN nén suy
tim khéng quéa nang.

4.1.3. Nong dé hormone FT4 va TSH: Trong nghién ctu cua ching
t6i, nong do FT4 trung binh cua cac BN 1a kha cao (72,95 + 27,93
pmol/L) va TSH trung binh 1a thap (0,006pU/ml) c6 thé do cac BN nay
da bi cuong giap kha lau.

4.1.4. Két qud siéu am tim

4.1.4.1. Kich thudc nhi trai: Ca cudng gidp va RN déu co thé gay gian
c4c budng tim, trong d6 ting ap luc ¢ that trai cudi tam truong s& lam
cing gidn thanh nhi trai, 12 yéu t6 nguy co gdy RN ¢ BN cuong giap.
Trong nghién ctu nay, cd¢c BN RN ¢6 kich thudc nhi trai trung binh la
36,87mm, va co tdi 52,63% BN c6 nhi trai to trén 35 mm.

4.1.4.2. Phan suat tong mau - EF: Cuong giap lam tang EF nhung RN
lai 1am giam EF do lam ting tan sé that thuong kém theo nhiéu nhat
bop khong hiéu qua. Tuy cac BN cuaa ching toi c6 phan suat tbng mau
trung binh & trong gigi han binh thuong (63,7%) nhung ciling ¢6 5,26%
BN c6 EF giam < 56%.

4.1.4.3. Ap luc PM phéi (mmHg): C6 nhiéu co ché gay ting ap PM
phoi & cac BN cuong giap. 100% BN trong nhém RN cua ching t6i co
tang ap luc DM phdi > 25 mmHg, cao nhat 1a 83 mmHg, véi ap luc
PM phoi trung binh 13 43,98 + 11,09 mmHg.

4.1.4.4. Hé van tim va sa van 2 l1a: Cé nhiéu nguyen nhan gay hd van
tim & cac BN bi RN 1a sa van 2 14, ting huyét 4p, gidn buong tim...
Trén siéu am tim chlng tdi thay c6 48 BN bi ho van tim (84,21%) chu
yéu 12 ho van 2 14. Kém theo ¢ 6 BN bj sa van 2 14, chiém 10,53%.
4.2. Mt s6 yéu t6 lién quan dén rung nhi & BN cwdng giap:

4.2.1. Mgt sé yéu té lién quan dén sw xudt hién rung nhi

4.2.1.1. Tuéi va gidi: Trong nghién cau nay, tudi trung binh cta cac
BN RN I6n hon khoang 7,2 tudi so Vo cac BN nhip xoang (54,1 so véi
46,9; p < 0,01) va ty 16 BN > 50 tudi &6 nhdm RN ciing cao hon nhém
nhip xoang ro rét (68,4% so vai 43 8%) Tat ca cac BN RN deu > 30
tudi, trong khi & nhém nhip xoang c6 8 BN < 30 tudi. Cac sé liéu nay
cho thay tudi c6 vai tro quan trong gay RN & cac BN cuong giép.
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Nguy co bi RN ¢ nam gigi thuong cao hon nir. Khoang 2/3 s6
BN bi RN cua ching t6i cé tudi > 50, diéu nay giai thich tai sao ty 1é
BN nam trong nhom RN lai cao hon so véi nhom nhip xoang (40,4 so
Vi 31,6%) nhung khong c6 y nghia thong ke.
4.2.1.3. Thoi gian c6 triéu chizng cuwong giap: Trong nhdm RN, ty 1é
BN bi cuong giap > 1 thang va > 3 thang la 71,9% va 38,6%. Ty I¢€ nay
& nhom nhip xoang chi la 40,3% va 10,5%. Thoi gian trung binh c6
tricu chirng cuong giap cia nhom RN cao hon c6 y nghia so vai nhom
nhip xoang 3,5 thang (5,6 so véi 2,1 thang).
4.2.1.4. Nguyén nhan gdy cwong giap: Trong sé6 BN cua ching t6i, chi
c6 2 BN & nhém RN bi cuong giap do budu nhan doc. Tuy sé luong
BN it nhung két qua nay phd hop vai nhan dinh budu nhan doc tuyén
giap dé gay bién ching RN hon so v6i Basedow.
4.2.1.5. Nong dé hormone FT4 va TSH: Chung t6i khong thay su khac
biét vé nong d6 FT4 va TSH trung binh giita 2 nhém BN nhip xoang
va RN. C6 thé do c4c BN nay duoc phat hién muén, cuong giap lau.
4.2.2. Cac trigu chirng tim mach: Trong nghién ciru caa ching toi, RN
duong nhu khong lam ting tan sb that so véi khong RN. C6 thé do BN
& ca 2 nhém c6 mac do cudng giap twong duwong nhau, va mot sé6 BN
da duoc diéu tri thudc chen beta trude khi dén khoa Noi tiét. Ty Ié bi
suy tim trong nhém RN cao gap 10 lan so véi nhém cé nhip xoang
(35,1% so véi 3,5%). Siw ciing thady RN 1a yéu t6 dy bao manh suy tim
4.2.3. Céc két qua siéu am tim:
4.2.3.1. Tang kich thuoc nhi trai: Cac BN RN c¢6 kich thudc nhi trai
trung binh 1én hon, ty 1€ BN ¢6 nhi trai to > 35 mm ciing cao hon so
véi cac BN nhip xoang. Gitra tang kich thudc nhi trai va RN ¢ BN
cudng giap c6 méi tac dong qua lai. Nghién ciru Framingham thay kich
thudc nhi trai tang Smm s€ lam tang 39% nguy co bi RN.
4.2.3.2. Thay déi phan sudt tong mau (EF): Ty 1é BN c6 EF > 70% ¢
nhom RN thap hon nhom nhip xoang khong c6 ¥ nghia nhung EF trung
binh & cac BN bi RN thap hon c6 y nghia thong ké so véi cac BN nhip
xoang (63,7 so voi 67,5%), tuong tu nghién curu cua Teresa S.M.
4.2.3.3. Tang dp lwc DM phéi: Ap luc DM phoi trung binh ting & nhém
RN nhiéu hon nhém nhip xoang (p < 0,05). Co t6i 12,3% BN RN c0 ap
lyc DM phdi > 55 mmHg, cao nhat 12 83 mmHg. Con & nhém BN nhip
xoang, ap luc PM phoi cao nhat chi 1a 54 mmHg, ching to RN ¢6 hau
gau lam tang ap luc DM phdi
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4.3. Két qua diéu tri rung nhi & BN cwong giap sau 6 thang:

4.3.1. Diéu tri cwong giap va két qud diéu tri cwong giap: Diéu tri noi
khoa c6 wu diém 1a sém dat duoc binh giap hoic it nhat 1a giam duoc
FT4 1a diéu kién thuan lgi & RN c6 thé trg vé nhip xoang tu nhién.
Con diéu tri 1'*" lai thuong dat binh giép 6n dinh hon.

Két qua: Ty 1é BN hét cuong gidp sau 6 thang 1a 33,3% (43,5% &
nhém diéu tri 1" va 26,5% & nhém diéu tri ndi khoa). Thoi gian dat
binh giap trung binh 1a 17,7 tuan (8 - 24 tuan). Ty 1& nay kha thap vi
thot gian nghién cuu chi la 6 thang.

4.3.2. Két qua diéu tri rung nhi:

4.3.2.1. Két qua diéu tri chuyén nhip: Ty 1& BN tu chuyén duoc vé
nhip xoang sau 6 thang diéu tri 1a 57,9% (33/57), trong d6 c6 17 BN 1a
RN kich phat. Ty 1& nay thap hon so v&i nghién ciu cua Nakawaza
(Nhat Ban) hay cuaa Irynal T (Ucraina) thay sau diéu tri cuong giap, ty
16 RN tro vé dugc nhip xoang 1a 62 va 65,9%. Chuyén nhip tu nhién
duogc mong doi ¢ cac BN cuodng giap dudi 50 tudi con BN cua ching
t6i cO tudi trung binh trén 50, diéu tri khdng thyuc sy tét nén anh huang
dén két qua chuyén nhip xoang. Tuy nhién néu khdng tinh nhitng BN
bo diéu tri som thi ty I& thanh cong cua chung t6i 14 twong duong véi
nghién ctu cia Nakazawa va Irynal.

Thoi gian rung nhi chuyén vé nhip xoang ¢ toan bo 33 BN vé
xoang l& 5,9 7,3 tuan, va ¢ nhom 16 BN bi RN dai dang 2 11,2+ 7,4
tuan. Pai da s6 cac BN chuyén vé nhip xoang trong vong 16 tuan ké tir
khi diéu tri (91,9%), trong do 63,6 BN chuyen vé nhip xoang_trong
vong 4 tuan dau tién. Nhu vay sau 16 tuan thi s6 BN c6 thé tro vé dugc
nhip xoang la rat it, va day 1a co s& dé lua chon phuong phap diéu tri
chuyén nhip khéc tich cuc hon.

Tai thoi diém chuyén nhip xoang, c6 30/33 BN (90,9%) van con
cudng giap, nhung 14 BN (42,4%) c6 FT4 da giam vé binh thuong
hoic gan binh thuong (< 26 pmol/l). Con 48,5% BN van cuong giap
nhiéu. Nhu vay da s6 BN tré vé nhip xoang tir trugc hoac cing thoi
diém dat binh giap, khi nong 6 FT3 va FT4 con cao.
4.3.2.2. Két qud kiém soét tan sé tim: Dé kiém soét tan so tim, ching
t6i str dung céac thudc chen beta theo khuyén céo cia AHA/ACC, cu
thé 1a Metoprolol va Bisoprolol. Tan sé6 tim giam dang ké sau khoang
2,5 tuan diéu tri nho tac dung cua thubce chen beta va ca cuong giap da
duoc kiém soat. Fierro N thay khi hét cuong giap, néu RN khong vé
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duoc nhip xoang tu nhién thi ciing dap ung tét hon véi diéu tri loan
nhip.

4.3.2.3. Diéu tri chéng déng: Trong nghién cau cua ching tdi, cac BN
duoc diéu tri chong déng theo thang diém CHADS,. Trong 6 thang
theo ddi, ching t6i khdng ghi nhan BN nao bi bién chang tic mach.
4.3.2.4. Nhitng bién ching

Tai phat rung nhi: Chung t6i chi gap 1 BN bi tai phat RN do bo
diéu tri, phi hop véi y van trén thé giéi. BN nay duoc diéu tri noi khoa
lai, sau d6 nhip tim tro lai xoang & tuan thi 28.

BN tw vong: Trong nghién curu cua chung t6i c6 1 BN nit 60 tudi,
bi tr vong ¢ tuan diéu tri thar 8, khi d3 vé xoang va mirc do cuong glap
da giam nhiéu. BN bi ngtrng tim tai bénh vién, xét nghiém loai trir nhoi
mau co tim. Nhiéu nghién ctiu thy cac nguy co tim mach gay tir vong,
Van ton tai sau khi RN di trd vé nhip xoang c6 thé do tai phét loan
nhip, suy tim, bénh mach vanh...

4.3.3. Tim hiéu cac yéu té tién lwong khd niang chuyén nhip xoang
4.3.3.1. Tuéi lic dwoc chan dodn cirong giap: Tudi trung binh cua cac
BN vé xoang cao hon so véi cac BN con RN (56,9 so véi 50,9), tuong
tu nghién cau cia Yamamoto M. Ty 1& tro vé dugc nhip xoang & nhdm
BN < 50 tuoi thap hon so vdi nhéom BN > 50 tu6i nhung khong ¢o ¥
nghia thong ké, trai nguoc voi nhiéu nghién ciu khéc thay chuyén nhip
tu nhién cao hon ¢ cac BN cuong glap < 50 tudi. Phén tich sau hon,
ching t6i thdy nhdm BN < 50 tudi c¢d nhiéu BN nam, thdi gian bi
cuong gidp va RN lau hon, ty I€ bi suy tim cao hon... dac biét la ty I¢
BN bo diéu trj cao hon c6 y nghia thong ké so véi nhom BN > 50 tudi.

4.3.3.2. Gidi tinh: Mot s nghién ctu thay cac BN nit dé tré vé nhip
xoang hon so véi BN nam. Ly do & ca&c BN nam c6 ty 1&é mac bénh
mach vanh va/hoic bénh phdi man tinh, hat thuéc 1a nhiéu hon nén kho
thoat khoi RN hon. Trong nghién cttu ctia ching toi, kha nang vé nhip
xoang cta cac BN nit cao hon cac BN nam 2,7 lan nhung khéng c6 y
nghia thong ké, ¢ thé do ¢& mau nho va chiu anh huong cua ty 16 BN
nam bé diéu tri nhiéu.

4.3.3.3. Thoi gian co triéu chirng cirong giap va thoi gian RN: C6 it di
licu vé méi lién quan gitra thoi gian bi cuong giap véi kha ning trg vé
nhip xoang & cac BN bi RN. Trong nghién ctru cua ching toi, thoi gian
cudng giap trung binh & nhdm vé xoang thap hon nhom con RN co y
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nghia théng ké (2,7 so véi 5,0 thang) nhung khong tim thiy ngudng
thoi gian co gia tri tién lugng.

Thoi gian RN 12 mot yéu té quan trong trong tién lwong kha ning
chuyén nhip xoang. Néu RN kéo dai > 4 thang thi kha ning vé xoang
tu nhién 12 rat kho. Trong nghién ctu caa ching t6i, nhdm BN con RN
c6 thoi gian bi RN cao hon so voi nhém vé dugc nhip xoang (0,8 so
véi 5,2 thang) nhung khong co ¥ nghia théng ké. Tuy nhién trong s6
nhitng BN vé dugc nhip xoang, c6 dén 75,8% la méi bi RN < 1 théang,
va kha ning tré vé nhip xoang cua cadc BN c6 RN < 1 thang cao gap
3,1 1an cac BN ¢6 RN > 1 thang (p < 0,05). Ly do RN kéo dai 1am gin
nhi trai va xuat hién nhiéu hon cac vong vao lai, khién cho RN van tn
tai sau khi diéu tri cuong giap. Thuc té thi cac BN con RN cua ching
t61 ¢ nhi trai to hon nhiéu so voi BN vé duoc nhip xoang.
4.3.3.4. Nong d¢ FT4 va TSH ban dau khdng co gia trj zién luong. CO
I& mac d§ cudng giap nang hay nhe, thé hién mot phan qua muc do
thay d6i hormone tuyén giap chi anh huong nhiéu dén kha nang gay
RN ma it ¢d anh hudéng dén kha nang chuyén nhip xoang.

4.3.3.5. Suy tim ltc nhdp vién ciing khong cd gia tri tién lwong. CO [&
cac BN bi cua ching tdi bi RN va cuong giap lan dau, suy tim khong
qua ning, nén khong anh husong nhiéu dén két qua diéu tri RN. Mait
khac, nguyén nhan cta suy tim 1a do nhip tim nhanh nén khi kiém soét
duoc tan sé tim thi tinh trang suy tim s& hét hoic d& nhiéu. Cu thé chi
sau 2,5 tuan thi da sb cac BN da duoc khdng ché tan s6 tim dudi 100
c/ph.

4.3.3.6. Ap luc DM phéi: Kha ning tré vé nhip xoang ¢ cac BN c6 ap
luc DM phoi < 55 mmHg cao gap 10,7 1an cac BN c6 &p luc DM phoi
> 55 mmHg. C6 1& cac BN vé nhip xoang dugc dieu tri tt hon (nhicu
BN c6 FT4 vé binh thudng hoic giam < 26 pmol/L) vi Siw thay tang
ap PM phoi do cuong giap thuong khong co triéu ching va sé tro vé
binh thuong khi BN khoi cudng giap, tao diéu kién cho chuyén vé nhip
xo0ang.

4.3.3.7. Kich thuéc nhi trai: Kha nang trd vé nhip xoang & nhitng BN
c¢6 nhi trai < 40 mm cao gap 4,7 lan so vé&i nhitng BN ¢6 nhi trai > 40
mm. Gian nhi trai lam tang su bat 6n vé dién hoc, kém theo ¢ tang Xo
hoa, tao ra cac vong vao lai... lam ting nguy co xuat hién va ton tai RN
nhung diéu tri cudng giap c6 thé 1am giam kich thudc nhi tréi, tao diéu
kién cho RN tré vé xoang.
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4.3.3.8. Phan sudt téng mau (EF): Kha ning trd vé nhip xoang & cac
BN c6 EF > 70% cao gap 14,9 lan cac BN ¢ EF < 70%. Két qua nay
turong tw nghién ctu cta Zhou Z.H thay gitta 2 nhém BN cudng giap
tré vé duoc nhip xoang va con RN sau khi dat binh gidp cd su khéc
biét c6 ¥ nghia vé phan suat tong mau trung binh tai thoi diém trudc
diéu tri. O cac BN cuong giap, néu EF binh thuong, thi thuc su c6 thé
ho di bi giam cung lugng tim hodc suy tim, déng nghia véi viéc bi
cudng giap hoic RN kéo dai nén sé kho vé nhip xoang hon.
4.3.3.9. Phuong phap diéu tri cwong giap: Ty Ié vé xoang & tat ca cac
BN ciing nhu trong s6 cdc BN RN kich phat déu & nhom BN diéu tri
1*3! d&u cao hon nhom diéu tri noi khoa nhung khéng c6 ¥ nghia théng
ke Tuy nhién néu theo ddi dai hon thi két qua c6 thé khac vi mic do
6n dinh binh giap giira 2 nhom diéu tri nay khac nhau.
4.3. Mgt s6 han ché caa luan an: Mic du da hét stc ¢6 gang nhung
nghién ctu cua toi cling c6 mot sé han ché, vi du lay mau thuan tién do
nghién ctu & nhdm bénh it gap. Han ché khac 1a thoi gian diéu tri
cuong giap va theo doi chi 6 thang

Tuy nhién, nghién ctu cua chung t61 da ching minh dugc hiéu
qua cua diéu tri cuong giap thuc day su chuyen RN vé nhip xoang, dé
ngin ngira cac bién chiing niang cta RN. N6 rét hitu ich cho céc thay
thudc 1am sang trong viéc tham khao dé dua ra quyét dinh diéu trj cac
BN cuong giap ¢6 RN trong thuc hanh 1am sang.

KET LUAN

1. Pic diém 1am sang, can |am sang cia BN cwong giap co

RN:

- Tuoi trung binh 14 54,1 (tir 30 — 76); Ty lé BN nit/nam la 1,48/1

- Thoi gian ¢ triéu chiang cuong giap va RN trung binh lan luot
la 5,6 va 8,8 thang. Nong d6 FT4 va TSH trung binh lan luot I&
72,95 pmol/l va 0,006 uU/ml

- 35,1% BN c6 suy tim. Trén siéu &m tim thay cac BN c6 kich
thudc nhi trai trung binh 1a 36,9 mm va 52,6% BN c6 nhi trai > 35
mm; ap luc PM phoi trung binh la 43,98 mmHg va 100% BN c6
ap luc DM phdi > 25 mmHg; c6 5.26% BN c6 EF giam < 50%.
Ngoai ra 84,2% BN c6 hé cac van tim, va 10,5% BN bi sa van 2 14
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2. Cac yéu td lién quan véi RN ¢ BN cwong giap, khi so véi
BN cuong gidp ¢6 nhip xoang:

Cac BN cuong giap ¢6 RN c6 tudi trung binh cao hon 7,2 nim,
thoi gian bi cuong giap 1au hon. Ty I€ bi suy tim cao hon, c0
nhi trai to hon, ap luc PM phoi cao hon, phan suat tong mau
giam hon, kém theo ty 1& hd van tim va sa van 2 14 nhiéu hon.
TAt ca déu co y nghia thong ké

Nhung khac biét vé gisi, nong do FT4 va TSH, va tan sb tim
trung binh 1a khong c6 y nghia théng ké.

. Két qua diéu tri RN & BN cwong giap sau 6 thang

Diéu tri cwong giap: 59,6% BN duoc diéu tri ndi khoa, 40,4% BN
duge didu tri 1”1 Ty 18 khoi cudng giap sau 6 thang 1a 33,3%.
Két qud diéu tri chuyén nhjp: Ty 1é BN tu chuyén duoc vé nhip
xoang la 57,9%, sau thoi gian trung binh 1a 5,9 tuan. C6 63,6% BN
chuyen Ve nhip xoang trong vong 4 tuan dau tién va chi 9,1% BN
chuyén vé nhip xoang sau tuan thir 16. C6 90,9% sé BN chuyén vé
nhip xoang khi van con cuong giap

Két qud diéu tri kiém soét tan sé va chéong déng: Tan sb tim
trung binh dwoc kiém soat < 100 ¢/ph sau 2,5 tuan diéu tri.

Céac yéu té tién lwong khd ndang chuyén nhip xoang cao hon la:
Thoi gian bi RN dudi 1 thang (OR = 3,1); Ap luc DM phéi < 55
mmHg (OR = 10,7); Kich thudc nhi trai < 40 mm (OR = 4,7) va
phan suét tbng mau > 70% (OR = 14,9).

KIEN NGHI

1. Can luu ¥ phat hién va diéu tri tich cuc, triét dé cuong giap
nhimg nguoi dé bi RN hon nhu nguoi cao tudi, thoi gian bi
cuong giap lau hay nhiing nguoi luc bi cuong giap ma lam siéu
am tim thay c6 nhiing thay doi trén siéu 4m tim nhu nhi trai to, ap
lwc DM phdi cao, EF giam, ho van 2 14 nhiéu va sa van 2 |a.

2. Can diéu tri cuong giap tich cuc, nhat 1a trong 4 thang dau, lam
giam mirc do cudng giap nham ting ty 1& chuyén nhip xoang &
cac BN cuong gidp bi RN ma cdé thoi gian bi RN duai 1 thang, ap
luc PM phoi < 55 mmHg, duong kinh nhi trai < 40 mm va phan
suat tong mau > 70%.
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INTRODUCTION

Atrial fibrillation (AF) is the most common cardiac
complication of hyperthyroidism, and AF is associated with
increased morbidity and mortality due to thromboembolish, and
heart failure. However, early diagnosed and treatment of AF due to
hyperthyroidism, can give very good results. Treatment of
hyperthyroidism result in conversion to sinus rhythm in up to two-
third of patients. However, cases with AF for more than 4 months
are unlikely to reverse spontaneously to sinus rhythm. In Vietnam,
many hyperthyroidism patients with AF don’t have good treatment,
so they are often hospitalization for severe heart failure and other
cardiovascular diseases. We found little data and no guideline on
management and predicting factors of AF in hyperthyroidism
patients, especially in new-onset hyperthyroid-induced AF.
Objectives:

1) Clinical and laboratory characteristics of hyperthyroidism
patients with AF.

2) Factors related to AF in hyperthyroidism patients.

3) Results of AF management in hyperthyroidism patients after
first 6 months of treatment

1. The neccesity of the Thesis:

The most important treatment in early stages of hyperthyroid-
induced AF is hyperthyroidism management. The rate of
spontaneously reversion to sinus rhythm after achieving
euthyroidism is excellent, up to 2/3 cases. In oder to make early
diagnosis of hyperthyroidism, prompt recognition of signs and
symptoms as well as complications of AF in these patients are very
important. Another question is when and how we can know the
effect of hyperthyroidism treatment to AF, and what are predicting
factors of succesful conversion to sinus rhythm. In order to answer
these questions, we must carry out a research. Evidents and results
from this research will help clinicans to set up an effectively paln to
manage AF in hyperthyroidism patients.

2. New contributions of this Thesis:

The thesis described specific signs and symptoms of
hyperthyroidism patients with AF, including different characteristics
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compared to hyperthyroidism patients with sinus rhythm. The thesis
also presented data on hyperthyroidism treatment and results of AF
conversion after 6 monthss. Especially, it provided factors, that can
predict the successful of AF conversion. Physicians can use theses
results to choose the best therapy to treat hyperthyroidism and AF in
these patients in clinical practice.

3. Thesis layout:

There are 110 pages in this thesis, including: 2 pages of
Introduction, 2 pages of Conclusions, 1 page of Recommendations,
and 4 Chapters: Literature review (31 pages), Subjects and Methods
(13 pages), Results (22 pages), and Disscussions (39 pages). The
Thesis contains 40 Tables, 4 Pictures, 4 Firgures, 2 Algorithms, and
122 Referrences (15 Vietnamese and 107 English documents).

CHAPTER 1: LITERATURE REVIEW

1.1. Introduction on hyperthyroidism

- Definition: Thyrotoxicosis is the clinical syndrome that results when
tissue are exposed to high levels of circulating thyroid hormone. The
term hyperthyroidism is reserved for disorders that result from sustained
overproduction of hormone by the thyroid itself.

- Causes of hyperthyroidism: Graves’ disease is the most common. The
other causes are toxic adenoma, toxic multinodular goiter, and pituitary
tumor which secret TSH (Thyroid stimulating hormone).

1.2. Mechanism on the effects of thyroid hormone to cardiovascular
system: Thyroid hormone has both direct and indirect actions on
cardiovascualr system.

- Effect to cardiac myocytes, increase cardiac contractility, increase heart
rate

- Interact to the sympathetic nervous system: increase heart rate, increase
vascular pressure and increase cardiac output.

- Effects to cardiovascular hemodynamic: increase cardiac output 50% to
300% higher than in normal individuals.

1.3. Atrial fibrillation due to hyperthyroidism:

1.3.1. Epidemiology: AF is the most common cardiovascular complication

in hyperthyroid patients, it occurs in 8-15% of patients with

hyperthyroidism compared to only 0.4% in general population. AF due to
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hyperthyroidism usually is paroxysmal AF, then it is frenquently
recurrence and become persisitent AF

1.3.2. Pathophysiology of atrial fibrillation due to hyperthyroidism.
1.3.2.1. Mechanism of atrial fibrillation:

Several potential mechanism of AF proposed, but re-entry has been
postulated as one of the main mechanisms leading to AF. Multicircuit
wave fronts that are generated in the atrium could disturb normal sinus
rhythm and set up a fibrillatory rhythm.

The other important mechanism is spontaneous initiation of AF by
ectopic beats origination in the pulmonary veins.

1.3.2.2. Hyperthyroidism was favorable cause of atrial fibrillation:
Increased thyroid hormone was associated with shortening of the atrial
refractory period, increased supraventricular ectopics activity and
increased sympathetic activity. The activation of these arrhythmogenic
foci by elevated thyroid hormones may be an important causal link
between hyperhtyroidism and AF

1.3.3. Complication of atrial fibrillation: Untreated AF can cause heart
failure, thromboembolism, and increase mortality

1.3.4. Hyperthyroid-induced AF management: Management of patients
with  AF involves 3 objectives: rate control, prevention of
thromboembolism, and correction of the rhythm disturbances.

1.3.4.1. Therapy to convert AF to sinus rhythm:

e Treatment approach: Restore euthyroidism as soon as possible. In
majority patients with AF, antithyroid drugs and beta blockers are
enought to make reversion to sinus rhythm and avoid heart failure.

e Hyperthyroidism treatment: Mainstay of treatment in patients with AF
and hyperthyroidism is restoration of euthyroid status. Early and stable
euthyroid is frequently associated with spontaneously reversion to sinus
rhythm in up to two-thrid of patients.

e Electrical or pharmacology cardioversion may be attempted in patients
remaining AF after achieving euthyroid status for more than 4 months.

e Therapy for maintenance sinus rhythm

1.3.4.2. Ventricular rate control: Indications for patients with palpitation
and dyspnea. Current guidelins recommend a ventricular rate during AF <
100 bpm at rest to keep the normal cardiac function.
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1.3.4.3. Other treatments: Specific treatment for patients with chest pain or
congestive heart failure

1.3.4.4. Anticoagulation therapy:

1.3.6. Predictors of not reversion to sinus rhythm
Advanced ages, especially people more than 70 years old
Duration of pre-treated AF is the most important predictor
Other predictors: cardiovascular diseases and diabetes...

CHAPTER 2: MATERIALS AND METHODS

2.1. Study population: 114 newly diagnosed hyperthyroidism patients,
including 57 patients with AF and 57 with sinus rhythm
2.1.1. Inclusion criteria: satisfy all 3 following conditions:

- Definitive diagnosis of hyperthyroidism for the 1st time

- Sinus rhythm or atrial fibrillation was confirmed by ECG

- Inpatient at Department of Endocrinology, Bachmai Hospital
2.1.2. Exclusion criteria:
- High FT4 and/or low TSH, not by hyperthyroidism
- AF due to valvular heart diseases, congenital heart diseases...
- History of previous coronary artery disease or hypertension

- Diabetes, cirrhosis, COPD, hyper/hypo sodium or potassium, that can
impact to diagnosis and treatment of hyperthyroidism and AF

2.2. Methodes:
2.2.1. Sample collection: Convenient and continuous sampling
2.2.2. Research process and data collection:

Step 1. Screening. All hyperthyroidism patients, admitted in Dept of
Endocrinology - Bachmai Hospital, were examined

Step 2: Enroll patients in the study. After each AF patient were chosen
consecutively in to group A, then one patients with sinus rhythm were
chosen in to group B.

Step 3: Check avaiable laboratory tests. Other tests were indicated if
need: TSH, FT4. TRAb, Pro-BNP, echocardiography, ECG...

Step 4: Treat hyperthyroidism and AF, then follow up them

Step 5: Record all information related to patients, and complete
medical records in both groups

Step 6: Data analysis
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2.2.3. Hyperthyroidism treatment: by the following methods

- Medical treatment at Dept of Endocrinology, BachMai hospital.
Indications: Graves’ disease with small goiter (I, 11); patients can
tolerate with long standing treatment and follow-up.

I"** therapy at Nuclear Medicine — Bachmai Hospital. Indications:
Toxic adenoma, toxic multinodular goiter patients; hyperthyroidism
patients associated with heart failure, abnormal liver enzymes,
granulocytopenia, rash due to antithyroid drug ...

- Throidectomy at Dept of ENT - Bachmai Hospital. Indications:

Patients with large goiters, goiters with compressive symptoms;
patients with thyroid nodules, that is suggestive of carcinoma...

2.2.3.4. Follow up: After discharge, all patients were followed up at our
outpatient clinic every 4-6 weeks to evaluate the treatment’s results.
Besides, clinical examination, FT4, TSH level were measure, and 12-lead
ECG was performed on each visit. Transthoracic echocardiography was
performed if needed. Base on that, therapy was adjusted to achive and
maintain euthyroidism, and target heart rate.

2.2.4. Atrial fibrillation management:

2.2.4.1. AF management during hyperthyroidism phase: Conduct all
following measures simulatenously:

Intensive hyperthyroidism treatment

Control ventricular rate:

Patients without heart failure or mild heart failure (NYHA class I, 11):
oral beta blockers (Metoprolol or Bisoprolol), aimed to control heart
rate <90 bpm:

Patients with moderate or severe heart failure (NYHA class IlI, 1V) or
contraindications of beta blockers: Digoxin 0.25mg x 1 tablet/day or 1/2
- 1 ampule Isolanide 0.4mg IV, and diuretics.

Patients with severe cardiovascular symptoms (chest pain, hypotension,
heart failure) were consulted with cardiologist and followed up at
Emergency room.

Antithrombotic Treatment: Follow AHA/ACC/ESC 2006 Guidelines for
the Management of Patients with AF. AF patients with reversion to
sinus rhythm within 48h: No anticoagulation treatment.

Patients with AF prolong > 48h: oral anticoagulation medications
according CHADS, Scale



Score = 0: Aspirin
Score = 1: Aspirin or anticoagulation with warfarin (INR 2.0 -3.0)
Score > 1. Anticoagulation with warfarin (INR 2.0 - 3.0).

2.2.4.2. AF management during euthyroidism phase: All patients were re-
examined every 4-8 weeks to evaluate thyroid function and cardiac
rhythm. Patients with persistent AF after achived euthyroidism were
maintained with antithyroid drugs, anticoagulation, and beta blockers until
reversion to sinus rhythm. After 4 months, persistent AF was considered to
get electrical cardioversion at Heart Institute

Patients, reversed to sinus rhythm, were follow up until end of study
(6 months).
2.2.4.3. Record all complications, that may relate to AF: Heart failure,
stroke, and death...
2.2.5. Study variables:
2.2.5.1. Hyperthyroidism: Clinical symptoms of hyperthyroidism, and
TSH < 0.10 mU/ml and FT4 > 22.0 pmol/l or FT3 > 6.5 pmol/I.
2.2.5.2. Causes of hyperthyroidisms: 3 groups: (1) Graves’ disease, (2)
Toxic adenoma and toxic multinodular goiter, and (2) Other causes

2.2.5.3. Atrial fibrillation definition: On the ECG, rapid oscillations, or
fibrillatory waves that vay in amplitude, shape and timing, replace
consistent P waves. Calssification of AF:

Paroxysmal AF: AF that terminates spontaneously or with intervention
within 7 days

Persistent AF: Continuous AF that last more than 7 days and do not
self-terminate

Long-standing persistent AF: Continuous AF that last > 12 months

Chronic AF: The patient and clinician make a join decision to stop
further attempts to restore and/or maintain sinus rhythm

2.2.5.4. Signs of ischemic heart disease or myocardial infarction on ECG:
T wave (-), ST elevation, or Q wave

2.2.5.5. Heart failure: Definition according the Guidelines of Vietnam
Heart Asociation. Heart failure is classified according to NYHA functional
classification.

2.2.5.6. Echocardiographic variables: Normal left atrial size < 35 mm
(Vietnam Heart Instutute); Normal EF is from 50 — 70%, Hyperdynamic:
EF > 70% (American College of Cardiology, European Society of
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Cardiology). Mild, moderate and severe pulmonary hypertension with
pulmonary artery pressure is from 25 — 40; 40 — 55 and more tham 55
mmHg, respectively

2.2.5.7 Other variables: Age (years), duration of hyperthyroidism
(months), duration of AF (months), hypertension according JNC - VII

2.2.6. Devices and blood tests

2.2.6.1. Biochemistry tests were done at Dept of Biochemistry — Bachmai

Hospital

- The serum level of FT3 and FT4. Normal ranges were 12 - 22 pmol/l
for FT4, and 3.5 - 6.5 pmol/l for FT3.

- The serum level of TSH. Normal range was 0.27 — 4.2 mU/ml.

2.2.6.2. International Normalized Ratio (INR) was measured on the
Sysmex CA System at Dept of Hematology. Normal range = 0.8 — 1.2.

2.2.6.3. Functional tests at Bachmai Hospital: 12-lead ECG were
performed at Dept of Endocrinology and Heart Institute. Thyroid
ultrasound at Department of Endocrinology. Thyroid scan and I™** uptake
was done at Nuclear Medicine Center, and echocardiography were
performed at Heart Institute.

2.3. Statistical analysis: The data were analyzed with SPSS version 16.0.
Continuous variables were reported as mean + SD. Categorical variables
were expressed as percentages. A p-value < 0.05 was considered
statistically significant.

CHAPTER 3: RESULTS

From March 2010 to May 2013 we selected 114 hyperthyroidism
patients satisfying inclusion criterias, including 57 patients with atrial
fibrillation (group A) and 57 patients with sinus rhythm (group B).

Table 3.1: Baseline characteristics of patients in the study

Baseline characteristics Group A Group B
Mean age (years) 54.05+11.19 | 46.85+13.16
Gender (M/F) 23/ 34 18/ 39
Duration of hyperthyroidism (month) 5.57 £10.87 2.07£2.21
Graves’/ Toxic nodular goiter (n) 55/ 2 57/ 0
Heart failure/ No heart failure (n) 20/ 37 2/ 55
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3.1. Characteristic of hyperthyroidism patients with AF:
3.1.1. Clinical characteristics:

3.1.1.1. Age and gender:

Table 3.2: Age and gender distribution

Group age Men Women Total
30 - 39 6 0 6 (10.53)
40 - 49 4 8 12 (21.05)
50 -59 9 16 25 (43.86)

> 60 4 10 14 (24.56)
Total 23 34 57 (100)

Mean age was 54.05 £+ 11.19 years old (from 30 — 76). Patients aged
> 50 account for 68.42%. The ratio of women/men was 1.48.

3.1.1.2. Duration of hyperthyroidism: 16 patients had hyperthyroidism for
< 1 month (28.07%); 19 patients had hyperthyroidism from more than 1 to
3 months (33.33%), and 22 patients had hyperthyroidism for more than 3
months (38.60%). Mean duration of hyperthyroidism was 5.57 + 10.87

months (0 - 12 months).

3.1.1.3. Duration of atrial fibrillation:

Table 3.3: Duration of AF

Duration of AF (months) n %
0 (know AF at admission) 37 64.91
1-4 14 24.56
>4 6 10.53

Total 57 100

Duration of AF was 2.63 = 8.81 month (0 - 60 months)

3.1.1.4. Heart rate: Baseline heart rate of all 57 patients was 109.0 + 16.0
bpm (range from 75 to 150 bpm). 10 patients had tachycardia, heart rate >
100 bpm (accounts for 17.54%)

3.1.1.5. Heart failure: 20 patients had heart failure on clinical
examination, accounts for 35.09%, including 18 patients (31.58%) on class
NYHA 11 and 2 patients (3.51%) on class NYHA Il1

3.1.2. FT4 and TSH levels: Mean levels of FT4 and TSH were 72.95 +
27.93 pmol/L va 0.0059 + 0.0016 mU/L, respectively.




3.1.3. Echocardiographic results:

3.1.3.1. Valvular regurgitation:

Table 3.4: Valvular regurgitations discovered by echocardiography

Valvular regurgitation Level n %
Mitral regurgitation Mild 21 36.84
Moderate - Severe 24 42.10%
Tricuspid regurgitation Moderate — Severe 3 5.26
Aortic regurgitation Mild 17 29.82
Total 48 84.21

There were 6 patients with mitral valve prolapsed (10.5%), all have
mitral valve regurgitation.

3.1.3.2. Left atrial size, ejection fraction and PAP

Table 3.5: Left atrial size, ejection fraction and PAP

Echocardiographic parameters n %

<35 27 47.37

Left atrial size >35-40 14 24.56

(mm) > 40 16 28.07
Mean 36.87 £6.17

> 70 14 24.56

Ejection 50-70 40 70.18

fraction (%) 40 — 49 3 5.26
Mean 63.69 +8.71

25— 40 25 43.86

PAP (mmHg) 41 - 55 25 43.86

> 55 7 12.28
Mean 43.98 + 11.09

There was 52.7% of patients had left atrial enlargement (> 35 mm);
5.3% of patients had low EF (< 50%), and 56.1% of patients had moderate
to severe PH (>40 mmHg).
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3.2. Factors related to atrial fibrillation in hyperthyroidism:
3.2.1. Factors related to the occurrence atrial fibrillation :
3.2.1.1. Age and gender:

Table 3.6: Comparison of age between 2 groups

Group age Group A (n=57) Group B (n =57)
n % n %
<40 6 10.53 14 24.56
40 - 49 12 21.05 18 31.58
50 - 59 25 43.86 15 26.32
> 60 14 24.56 10 17.54
Mean 54.05 £11.19 46.85 + 13.16
P <0.01

Patients in AF group were siginificantly older than patients in sinus
rhythm group. Proportion of patients aged > 50 years old wasn’t

significant differences between groups (68.42% vs 53.86%)

There were no significant differences between 2 groups in
women/men ratio
3.2.1.2. Duration of hyperthyroidism:

Table 3.7: Duration of hyperthyroidism between 2 groups

Duration of Group A (n=57) Group B (n =57)
hyperthyroidism n % n %
<1 month 16 28.07 34 59.65
> 1 — 3 months 19 33.33 17 29.82
> 3 months 22 48.60 6 10.53
Median 2 22.81 1 59.65
Mean duration 5.57 +10.87 2.07+2.21
p-value <0.05

Duration of hyperthyroidism in AF group was longer than sinus group
about 3.5 months: 5.57 + 10.87 vs 2.07 £ 2.21 (p < 0.05)
3.2.1.3. FT4 and TSH levels were not differences between groups: 72.95 +
27.93 vs 74.93 £ 23.25 pmol/L, and 0.006 £ 0.002 vs 0.008 = 0.011 mU/L
(p > 0.05)
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3.2.2. Factors related to consequences of atrial fibrillation :
Table 3.8: Cardiovascular symptoms in 2 groups

Cardiovascular Group A (n=57) Group B (n=57) P
symptoms n % n %
Heart <100 47 82.46 49 85.96
rate > 100 10 17.54 8 14.04
Mean 109.0 £ 16.0 107.4 £15.3 > 0.05
Heart failure 20 35.09 2 3.51

There were no significant differences between groups in heart rate,
and blood pressure. Incidence of heart failure in patients of AF group was

10 times higher in patients of sinus rhythm groups (35.9 vs 3.5%).

3.2.3. Echocardiographic results:
3.2.3.1. Left atrial size (mm)
Table 3.9: Comparison of left atrial size between 2 groups (mm)

Left atrial size Group A (n=57) Group B (n=57) p
(mm) n % n %
<35 27 47.37 43 75.44
>35 | >35-40 14 24.56 10 17.54
> 40 16 28.07 4 7.02
Mean size 36.87 £6.17 32.94 £ 6.26 <0.001

Prevalence of left atrial size > 35 mm was significant higher in AF
group than in sinus group (p < 0.001).

3.2.3.2. Ejection fraction - EF (%)

Table 3.10: Comparison of ejection fraction between 2 groups

Ejection fraction | Group A (n =57) Group B (n=57) p
(%) n % n %
> 70 14 24.56 18 31.58
50-70 40 70.,18 39 68.42
<50 3 5.26 0 0
Mean EF 63.69 £ 8.71 67.54 + 6.32 <0.05

Prevalence of EF > 70% was higher in sinus rhythm group than in

AF group (p > 0.05)
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3.2.3.3. Pulmonary artery hypertension (mmHg)
Table 3.11: Comparison of PAP between 2 groups (mmHQ)

PAP (mmHg) Group A (n =57) Group B (n=57) p
n % n %
<25 0 0 2 3.51
25— 40 25 43.86 43 75.44
41 - 55 25 43.86 12 21.05
> 55 7 12.28 0 0
Mean PAP 43.98 + 11.09 34.64 £ 8.41 <0.001

Prevalence of pulmonary artery hypertension > 40 mmHg in AF group
was higher than in sinus rhythm group (56.14 vs 21.05%, p < 0.001)
3.2.3.4. Valvular regurgitations on echocardiography

Table 3.12: Comparison of valvular regurgitations between 2 groups

Valvular regurgitation Group A Group B p
n % n %
Mitral Mild 21 36.84 21 36.84
Moderate—severe 24 42.10 2 3.51
Aortic Mild 17 29.82 0 0
Total 48 84.21 23 40.35 | <0.001

Prevalence of mitral valve prolapsed in AF group was 10.5%, and in
sinus group was 0%

3.3. Treatment of AF in hyperthyroidism patients after 6 months:
3.3.1. Hyperthyroidism treatment:
3.3.1.1. Medical treatment in 34 patients (59.65%)

Table 3.13: Results of hyperthyroidism treatment with antithyroid

drugs
Visit Methimazole dosage Mean FT4 Mean TSH
1 20.0 £5.39 34.49 + 18.96 0.005 + 0.001
2" 14.04 + 6.93 24.30 £ 17.26 0.317 £ 1.522
3" 12.38 + 5.83 17.39 + 12.66 0.855 +1.981
4" 9.29 +4.32 13.03+4.41 | 1.853+3.177
5 7.50+2.74 16.38 + 12.26 1.360 + 2.247
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At 2" visit (weeks 8), FT4 and TSH were significant improved. At
3" visit (weeks 14), mean FT4 and TSH were in normal range.

3.3.1.3. Radioiodine therapy (RAI) in 23 patients (40.35%), from 1% week
to 9" week. Most patients had dose of 7 mCi.

3.3.1.5. Results of hyperthyroidism treatment in all 57 patients:
Table 3.14: Thyroid function of 57 patients after 6 months

Thyroid function | Medical treatment | RAI (n = 23) Total
after 6 months (n=34)
n % n % n %
Euthyroidism 8 23.53 3 | 13.04 11 | 19.30
Hypothyroidism 1 2.94 7 | 30.44 8 14.03
Hyperthyroidism 10 29.41 8 | 34.78 18 | 31.58
Unknown 15 44,12 5 | 21.74 20 | 35.09

After 6 months, 26.49% of patients in medical treatment group and
43.48% of patients in RAI group were free of hyperthyroidism (p > 0.05).
The mean time from starting of treatment to euthyroidism restoration
wasn’t difference significantly (17.4 £ 6.3 vs 18.5 + 3.4 weeks).

3.3.2. Results of atrial fibrillation management:

3.3.2.1. Reversion rate: After 6 months, 33 AF patients reversed
spontaneously to the sinus rhythm (57.89%). The mean interval between
start of hyperthyroidism treatmen and sinus rhythm restoration in all 33
patients was 5.9 + 7.3 weeks

Table 3.16: Interval between start of treatment to sinus rhythm
restoration

Time (weeks) All 33 patients 16 persistent AF patients

n % n %

<4 21 63.64 4 25.0

>4 -8 3 9.09 3 18.75

>8-12 2 6.06 2 12.5

>12-16 4 12.12 4 25.0

> 16 -26 3 9.09 3 18.75
Mean 5.94 +7.27 11.18 + 7.45
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Rate of reversion during first 16 weeks of treatment was 91.9%. At
time of reversion, 30 patients (90.9%) were hyperthyroidism but FT4
levels were less than 26 pmol/L in 14 patients.
3.3.2.2. Results of rate control: 77.2% of patients were treated by beta
blockers, and 19.3% of patients were treated by digoxin.

Table 3.17: Heart rate at each visit

Visit | Patients on beta blockers | Heart rate (bpm) | Min - Max
1 23 86.43 £11.28 62 - 110
2 18 86.23 £ 10.22 72 -110
3 15 84.30£9.0 72 -100
4 12 83.07 +11.21 60 — 100
5 4 83.0+9.44 72 -100
6 2 82.67 £2.31 80 -84

At the 1% visit (after 2.5 weeks), heart rate were controlled to < 110
bpm in 100% of patients. From 3™ visit (week 14), heart rate was
completely controlled to < 100 bpm.

3.3.2.3. Anticoagulation treatment: 100% of patients were treated with
Aspirin within 24h, and 5 patients (8.77%), were treated with Sintrom.

3.3.2.4. Complications during treatment and follow up: One patient had
AF recurrence and another patient died at 8" weeks of treatment

3.3.3. Predicting factors of reversion to sinus rhythm: Comparison of
characteristics between the Responders (sinus rhythm restored) and Non-
Responders (remain in AF)

3.3.3.1. Age:
Table 3.18: Rate of reversion and remain in AF by age
Age group Sinus rhythm Remain in AF (n = Total
restored (n = 33) 24)

n % n %
<50 7 38.89 11 61.11 18
> 50 26 66.67 13 33.33 39
Mean age 56.93 + 9.45 50.87 +11.72 57

OR (95% CI) 0.32 (0.10-1.01), p>0.05

Sinus rhythm restoration was more prevalent in patients aged 50 or
older, but the difference was not statistically significant (p > 0.05).
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3.3.3.3. Duration of hyperthyroidism

Table 3.19: Rate of reversion and remain in AF by duration of
hyperthyroidism

Duration Sinus rhythm Remainin AF (n=| Total
(months) restored (n =33) 24)
n % n %
<1 9 27.28 7 29.17 16
> 1 24 72.72 17 70.83 41
Mean 2.66 £ 1.96 5.00 £4.63 p <0,05
OR (95% CI) 0.91 (0.28 — 2.93) p>0.05

Duration of hyperthyroidism in patients with sinus rhythm restored
was significantly lower than in patients remain in AF after treatment (p <
0.05). However, we can’t find the threshold to predict the reversion of
sinus rhythm.

3.3.3.4. Duration of atrial fibrillation

Table 3.20: Rate of sinus rhythm restored and remain in AF by
duration of AF

Duration Sinus rhythm Remain in AF Total
(month) restored (n =33) (n=24)
n % n %
<1 25 67.57 12 32.43 37
>1 8 40.00 12 60.00 20
Mean 0.78 + 2.23 5.17 +13.08 p >0.05
OR (95% CI) 3.12 (1.01 — 9.66), p < 0.05 p <0.05

The ability of reversion to sinus rhythm was 3.1 time higher in new-
onset AF patients than in patient with duration of AF > 1 month.

3.3.3.5. FT4 level: There was no significant difference in FT4 level
between 2 groups: 74.63 + 25.83 vs 71.72 + 30.98 pmol/L, (p > 0.05)

3.3.3.6. Heart failure status: The ability of reversion to sinus rhythm was
2.3 times higher in no heart failure patients than in heart failure patients
but not statistically significant

3.3.3.7. PAP, left atrial size and ejection fraction:

Table 3.21: Prevalence of reversion to the sinus rhythm and remain in
AF by echocardiographic variables:
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Echocardiographic Sinus rhythm | Remain in AF (n | Total
variables restored (n = 33) = 24)
n % n %
<55 | 25-40 15 60.0 10 40.0 25
PAP 41-55 17 68.0 8 32.0 25
(mmHg) > 55 1 14.29 6 85.71 7
Mean 4191 +7.46 46.83 £ 14.41 57
p-value > 0.05

OR (95% CI) 10.67 (1.19 - 95.73). p < 0.05
<40 | <35 18 69.23 8 30.77 26
L eft > 35-40 10 66.67 5 33.33 15
atrial > 40 5 31.25 11 68.75 16
size Mean 35.21 +5.33 39.39 + 6.51 57

(mm) p-value 0.01

OR (95% CI) 4.74 (1.36 — 16.46). p < 0.05
<70 | <50 0 0 3 100 3
EF (%) 50-70 20 50.0 20 50.0 40
> 70 13 92.86 1 7.14 14
Mean 65.98 + 8.44 60.45 £ 8.02 57

p-value <0.05
OR (95% CI) 14.95 (1.79 — 124.6). p < 0.05

The ability of reversion to sinus rhythm was significantly higher in
patients with PAP < 55 mmHg; left atrial <40 mm and EF > 70%.

3.3.3.8. Treatment method for hyperthyroidism
Table 3.22: Rate of reversion to the sinus rhythm by hyperthyroidism

treatment methods

Treatment methods Medical RAI Total
treatment (n=34) (n=23)
n % n %
Sinus rhythm restored 19 5588 | 14 | 60.87 | 33
Remain in AF 15 44,12 9 13913 24
p-value > 0.05
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There were no significant differences between the groups in the rate
of reversion to the sinus rhythm by treatment methods

CHAPTER 4: DISCUSSIONS

4.1. Clinical. laboratory characteristics of hyperthyroidism patients
with AF:

4.1.1. Clinical characteristics

4.1.1.1. Age: Hyperthyroidism patients with AF in our study were old.
mean age was 54.1 and 68.4% of patients were more than 50 years old. but
no patients aged younger than 30 years old. Because our patients were
newly diagnosed so they were younger than patients in the works in
Europe. where mean age of patients was more than 64 years old

4.1.1.2. Gender: Hyperthyroidism always was more common in women.
but AF usually was more common in me. Women/men ratio in our study
was only 1.48 but it was much lower than many studies on
hyperthyroidism in Vietnam.

4.1.1.3. Duration of hyperthyroidism: Most of our patients had long
duration of hyperthyroidism. with mean duration was 5.6 months. Long
hyperthyroidism can alter cardiac structure and function such as
pulmonary artery hypertension. left atrial enlargment ... all were strong
risk factor of AF.

4.1.1.4. Causes of hyperthyroidism: 55 patients (96.49%) were Graves’
disease. Other 2 patients was toxic adenoma and toxic multinodular goiter.

4.1.2. Cardiovascular symptoms:

4.1.2.1. Duration AF: AF is an arrhythmia with severe symptoms such as
palpitation or chest pain. that forced them to go to hospital. Thats’ why.
68.42% of our patients know AF at time of admission. Duration of AF of
57 patients was 2.63 months. If we drop out 2 patients with longest AF (28
and 60 months). then mean duration in 55 patients was about 1 month. it
was a big advantages for reversion to sinus rhythm.

4.1.2.2. Heart rate: mean heart rate in our patients was 109 bpm. and 34
patients have heart rate in the normal range (< 90 bpm). At least. 8
hyperthyroidism patients with AF were treated with beta blockers or
digoxin at Heart Institute. before going to my Department.
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4.1.2.3. Blood pressure: Hyperthyroidism can cause lone systolic
hypertension. Because we removed known hypertensive patients at
screening so there were only 3 hypertensive patients in study group.

4.1.2.4. Heart failure: 35.09% of AF patients had heart failure. most
((90%) was at NYHA class Il because they were newly diagnosed patients
with short duration of heart failure.

4.1.3. FT4 and TSH levels: In our study. mean FT4 level was high (72.95
+ 27.93 pmol/L) and mean TSH level was low (0.006uU/ml). We think
that they were long standing and late diagnosed.

4.1.4. Echocardiographic results:

4.1.4.1. Left atrial size: Both hyperthyroidism and AF can dilate cardiac
chambers. including left atrial. Left atrial enlargement was strong risk
factor of AF. The average left atrial size of our patients was 36.87mm, and
up to 52.63% of them had left atrial size > 35 mm.

4.1.4.2. Ejection fraction - EF: Hyperthyroidism increases EF but AF may
impair cardiac function because of increasing ventricular rate associated
with in-effective beats. Although the average EF of AF patients was in
normal rang (63.7%) but 5.26% of these patients had low EF (< 50%).

4.1.4.3. Pulmonary artery pressure: There are many reasons of pulmonary
artery hypertension in Graves’ disease. In AF group, 100% of patients had
pulmonary artery pressure > 25 mmHg, and the highest was 83 mmHg.

4.1.4.4. Valvular regurgitation: There were several causes of valvular
regurgitation in AF patients, such as mitral valve prolapsed, cardiac
chambers dilation... We found 48 patients with valve regurgitation on
echocardiography, most were mitral valve regurgitation. Besides, 6 people
had mitral valve prolapsed (10.53%).

4.2. Factors related to AF in patients with hyperthyroidism:
4.2.1. Factors related to appearance of AF

4.2.1.1. Age and gender: In our study, AF patients were 7.2 years older
than patients with sinus rhythm (54.1 vs 46.9 years). All AF patients were
> 30 but 14.04% of sinus patients were < 30 years old, and patients aged >
50 years old were more prevalent in AF group (68.42% vs 43.86%). These
data showes that advanced age was involved in mechanism of AF in
hyperthyroidism patients.

Risk of AF in men was higher than in women. Abut two-third of our
patients were > 50 years old. That’s why men patients proportion was
more in AF group compare to sinus group (40.4 vs 31.6%).
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4.2.1.3. Duration of hyperthyroidism: In our study, 71.9% of AF patients
had hyperthyroidism > 1 month. But in the sinus rhythm group, this
prevalence was only 40.3%. Duration of hyperthyroidism was significantly
longer in the patients of AF group than in those of sinus group (5.6 vs 2.1
months).

4.2.1.4. Causes of hyperthyroidism: Only 2 patients had hyperthyroidism
by toxic nodular goiter, both in AF group. Although the number was small
but it were consistent with other studies that toxic nodular goiter were
more vulnerable to AF than Graves’ disease.

4.2.1.5. FT4 and TSH levels: We didn’t find the difference of FT4 and
TSH levels between 2 groups. Perhaps they were all late diagnosed with
long standing hyperthyroidism.

4.2.2. Cardiovascular symptoms: In our study, it seems that AF don’t
affect to ventricular rate. Reasons were (1) all patients in 2 groups had
similar hyperthyroidism level, and (2) 8 AF patients (14.04%) was already
treated by Dbeta blockers or digoxin pre-hospitalization. In contrast.
prevalence of heart failure in AF group was much higher than in sinus
rhythm group (35.09% vs 3.51%). Siw C.H found that AF was strong
predicting factors of congestive heart failure (OR = 37.4).

4.2.3. Echocardiographic parameters:

4.2.3.1. Left atrial enlargement: Patients in AF groups had larger left
atrial. and more patients had left atrial > 35 mm compare to patients with
sinus rhythm. Data from the Framingham study showed that 39% increase
in risk of AF per 5-mm increment of left atrial size.

4.2.3.2. Changing of ejection fraction (EF): EF was significant lower in
the patients of AF group than in those of sinus group (p < 0.005). EF less
than 56% was more prevalent in AF group than in sinus group (19.3 vs
3.5%).

4.2.3.3. Increase PAP: Patients in AF groups had higher PAP, and more
patients had PAP > 30 mmHg compare to patients with sinus rhythm due
to longer duration of hyperthyroidism in AF groups.

4.3. Results of AF management after 6 months of treatment:

4.3.1. Hyperthyroidism treatment and results: Big advantage of medical
treatment was early euthyroidism restoration, it provided good condition
for spontaneously reversion to sinus rhythm. However. I*** usually lead to
stable euthyroidism.
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After 6 months, euthyroidism and hypothyroidism were achieved in
33.3% of patients (43.5% in RAI and 26.5% in medical treatment group).
In average, euthyroidism was achieved after 17.7 weeks (8 - 24 weeks).
The curing rate for hyperthyroidism was low because the patients were
followed up in only 6 months

4.3.2. Results of atrial fibrillation:

4.3.2.1. Rhythm reversion: Treatment of hyperthyroidism is frequently
associated with reversion to sinus rhythm. After 6 months of treatment.,
AF conversed to sinus rhythm in response to hyperthyroidism treatment in
33/57 patients, and thus the conversion rate was 57.9%, including 17
paroxysmal AF patients. This rate was low compare to the work of
Nakawaza and Irynal T, with 62% and 65.9%. Spontaneously reversion
was expected in patients < 50 years old, but the mean age of our patients
was 54, and they didn’t have the optimal hyperthyroidism treatment.
However, after excluding discontinued patients, our rate of reversion was
similar to Nakazawa and Irynal.

The mean interval between start of hyperthyroidism treatmen and
sinus rhythm restoration in all 33 patients was 5.9 weeks, and in 16
persistent AF patients was 11.2 weeks. Majority of reversion happened in
the first 16 weeks of treatment (91.9%), and nearly two-third of reversion
(63.6%) was in the first 4 weeks. Nakawaza found three-quarters of those
with spontaneous reversion was within 3 weeks of becoming euthyroid. In
our experience. physicians should consider cardioversion if AF was still
present after the patients had hyperthyroidism treatment for more than 4
months

At time of reversion, 30/33 patients (90.9%) was hyperthyroidism.
but FT4 level decreased to near normal (< 26 pmol/l) in 14 patients
(42.4%). It means most of the patients with successful conversion were
hyperthyroidism at time of sinus rhythm reversion.

4.3.2.2. Control heart rate: To control heart rate, we choose Metoprolol
and Bisoprolol, which were available in Dept of Pharmacy. Heart rate
were significantly improved after 2.5 weeks of treatmen with beta blockers
and antithyroid drugs. Study of Fierro showed a stronger therapeutic
responsiveness to specific antiarrhythmic therapy after euthyroidism
restored

4.3.2.3. Anticoagulation treatment: Whether patients with hyperthyroidism

who have AF should receive anticoagulant therapy is controversial. In our
study, patients had anticoagulant therapy based on CHADS, Scale. We
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didn’t record any case with thromboembolism during 6 months of follow
up.
4.3.2.4. Complications

AF recurrence: The AF recurrence rate remains up to 60% after one
year of treatment, and subtle/recurrence hyperthyroidism were important
causes. In our study, one patient had AF recurrence because of stopping
antithyroid drug. She was put on medical treatment again, got
euthyroidism, then sinus rhythm reversion happened at week 28.

Death: Studies found that hyperthyroidism patients with AF had
higher mortality compared to normal individuals. In our study, a 60 years
old women died at 8th week of treatment, when sinus rhythm was restored
and hyperthyroidism was improved. She had cardiac arrest at Bachmai
hospital, and blood tests excluded myocardial infarction. According
Biondi, cardiovascular risks and fatal risks still exit even when sinus
rhythm was restored because of recurrent arrhythmias, heart failure, and
coronary artery disease...

4.3.3. Predicting factors of spontaneously reversion to the sinus rhythm

4.3.3.1. Age: Mean age of patients reversed to the sinus rhythm was higher
than patients remain in AF (56.93 vs 50.87), like the findings of
Yamamoto M (51.3 vs 44.6). The rate of reversion to sinus rhythm in
group < 50 years old was lower than in group > 50 years old but
insignificant, in contrast to other studies, which found the restoring of
sinus rhythm usually develops in patients < 50 years of age, while in older
patients AF tends to be resistant to treatment. In order to explain this
confliction, we conducted a comparison and found that in group < 50 yeas
old, there were more male patients, with longer duration of
hyperthyroidism and AF, more patients with heart failure, especially
treatment dropout rate were statistically significant higher compared with
patients > 50 years old.

4.3.3.2. Gender: Earlier studies showed that sinus rhythm was more
difficult to restore in male patients because of high prevalence of smoking.
heart or lung disease... In our study, the ability of conversion to sinus
rhythm in female was 2.7 times higher than male but not statistically
significant, possibly due to the small sample size and dropout proportion
of male patients.

4.3.3.3. Duration of pre-treatment hyperthyroidism and AF: There was
little data on the association between duration of hyperthyroidism with the
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ability of reversion to sinus rhythm in AF patients. In our study, the
average duration of hyperthyroidism in patients with reversion was
significantly lower than in patients remain in AF (2.7 vs 5.0 months) but
we can’t find a cut-off time to predict reversion.

Duration of pre-treatment AF is the valuable predicting factor of
sinus rhythm reversion. As the duration of AF goes longer, the
spontaneous conversion rate declines, especially when AF last for more
than 4 months. In our study, the duration of pre-treatment AF was longer
in the patients remain in AF than in those with reversion, but not
statistically significant. However, 75.8% of patients with reversion had AF
< 1 month and the ability of conversion to sinus rhythm in new-onset AF
patients (< 1 month) was significantly 3.1 time higher than in long AF
patients (> 1 month). Long duration of AF may cause atrial enlargement
and development of more re-entrant atrial circuts, these factors lead to
permanent AF. Infact, left atrial was larger in the patients remain in AF
than in those with reversion.

4.3.3.4. Baseline FT4 and TSH levels were not predictors. Perhaps severity
of the hyperthyroidism, expressed by FT4 and TSH levels, affect much to
the appearance of AF but not to the reversion of AF

4.3.3.5. Heart failure were not predictor. Our patients were all newly
diagnosed, some patients had mild and moderate heart failure, so it din’t
affect much to the results of AF treatment. In addition, heart failure was
due to tarchycardia. and control heart rate may lead to improvement of
heart failure. Actually. hear rate was controlled to < 100 bpm after 2.5
weeks of treatment in majority of patients.

4.3.3.6. Pulmonary artery hypertension: Patients with PAP < 55 mmHg
were more likely to have reversion to the sinus rhythm compare to the
patients with PAP > 55 mmHg (95%CI = 10.7). Patients with reversion
may have better treatment (more patients had FT4 at level < 26 pmol/L)
because Siw found that pulmonary artery hypertension due to
hyperthyroidism usually had no symptoms, and it can return to normal
level when euthyroidim was restored, promoted the reversion of AF.

4.3.3.7. Left atrial size: Ability of reversion to sinus rhythm in patients
with left atrial size < 40 mm was 4.7 times higher in patients with left
atrial size > 40 mm. Left atrial dilation increased electrical instability
together with increased fibrosis, re-create the entry... which increases the
risk of developing and persistent AF.
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4.3.3.8. Ejection fraction: The ability of reversion to sinus rhythm in
patients with EF> 70% was 14.9 times higher in patients with EF < 70%.
ZH Zhou found the significant difference on EF between 2 groups after
achieving euthyroid. In hyperthyroidism patients with AF, normal EF can’t
exclude heart failure. it means normal EF may be a sign of long standing
hyperthyroidism and AF, which has negative impact to rhythm
disturbance.

4.3.3.9. Method treatment hyperthyroidism: The percentage of reversion to
sinus rhythm was higher in patients treated with 1*** than in patients treated
with antithyroid drugs but not significant. However, if the patients were
followed up longer. the rate of reversion would be significantly difference
because of increasing the percentage of euthyroidism and hypothyroidism
in patients treated with 1**

4.3. Study limitations: We used convenient sample because newly
diagnosed hyperthyroidsm with AF is rare disease. The other limitation
were patients in AF group are older patients in sinus rhythm group. and
patients were followed up in only 6 months. Despite of that, our study
presents effect of hyperthyroidism treatment to AF reversion. that may
prevent fatal complications. It is useful for physicians to find evidents
from this study to apply in clinical practice.

CONCLUSIONS

1. Clinical. laboratory characteristics of hyperthyroidism
patients with AF:

- Mean age was 54.1 years old; Women/men ratio was 1.48/1.

- Mean duration of hyperthyroidism and AF were 5.6 and 2.6
months. respectively. Mean serum level of FT4 and TSH were
72.95 pmol/l and 0.006 uU/ml, respectively

- 35.1% of patients had clinical heart failure. On echocardiography,
52.6% of patients had left atrial size > 35 mm. with mean size was
36.87 mm; 100% of patients had pulmonary artery hypertension > 25
mmHg. with mean pressure was 43.98 mmHg; and 5.26% of patienst
had EF < 50%. Besides, 84.2% of patients had valvular regurgitation,
and 10.5% of patients had mitral valve prolapse

2. Factors related to AF in hyperthyroidism patients. In
comparison to hyperthyroidism patients with sinus rhythm:
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Patients with AF were 7.2 years older; longer duration of
hyperthyroidism; higher prevalence of heart failure; larger left
atrial, more pulmonary artery hypertension, and more patients
with decreased EF, more patients with valvular regurgitation and
mitral valve prolapse. All were statistically significant.

There were no significant differences on gender, FT4 and TSH
levels, and heart rate (p > 0.05)

. Results of AF management after 6 months of treatment

Hyperthyroidism treatment: 59.6% of patient had medical treatment.
40.4% of patients had 1*** therapy. After 6 months: 33.3% of patients
achieved euthyroidism and hypothyroidism

Rhythm control: 57.9% of patients reversed spontaneously to sinus
rhythm. after 5.9 weeks. Among them, 63.6% of patients had reversion
in the first 4 weeks, and only 9.1% of patients had reversion after 16
weeks. At time of reversion, 90.9% of patients were hyperthyroidism

Rate control and anticoagulation therapy: Heart rate was < 90
bpm after 2.5 weeks of treatment.

The main predictors of sinus rhythm reversion: Duration of pre-
treatment AF < 1 month (OR = 3.1); PAP <55 mmHg (OR = 10.7);
Left atrial size <40 mm (OR =4.7) and EF > 70% (OR = 14.9)

RECOMMENDATIONS

1. The following hyperthyroidism patients should have intensive
hyperthyroidism treatment to prevent AF: Old age, long duration of
hyperthyroidism, or patients with large left trial, moderate to severe
pulmonary hypertension, low EF, mitral regurgitation or mitral
prolapsed on echocardiography

2. The following hyperthyroidism patients with AF should have
intensive treatment to restore sinus rhythm: Duration of
hyperthyroidism < 1 month, PAP < 55 mmHg, left atrial size < 40
mm, and EF > 70%.
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