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TOM TAT

Amiodarone 1a mot loai thude chéng loan
nhip manh nhém III duogc st dung trong diéu
tri nhip nhanh kich phat trén that, loan nhip
nhanh that 4c tinh, cudng nhi va rung nhi. N6
1a mot hop chét giau i6t co ciu triic phan tir
tuong tg  nhu  thyroxine (Ts) va
triiodothyronine (Ts). Amiodarone ¢6 thé gay
r6i loan chirc ning tuyén giap nghiém trong &
nhitng bénh nhén c6 hodc khoéng c6 bénh
tuyén giap tlem an. Ty 1& xuét hién rdi loan
chirc nang tuyen giap, hoiac nhiém doc giap
(nhiém doc gidp do amiodarone: AIT) hoic
suy giap do amiodarone (AlH), la 15-
20%. R6i loan chtc ning tuyen giap do
amiodarone phu thugc mot phan vao lwong
iod, & nhitng ving thiéu iét, AIT phé bién hon.
Nguoc lai & ving du iod, AIH lai phd bién
hon. Cuong gidp do cordarone la mdt tinh
trang nguy hiém vi nd c6 thé 1am ning thém
bénh tim von c¢6. N6 ¢6 lién quan dén viéc lam
tang ty 16 mic va tir vong, dic biét ¢ bénh
nhan 16n tudi c6 rdi loan chirc ning thit trai.
Vi vay, ¢ da s6 truong hop, dic biét 0 nguol
gia, can diéu tri va dua chuc nang tuyén giap
v€ binh thuong cang sém cang tot Duoi déy
xin trinh bay mét ca lam sang ve tiép can chin
doan va diéu tri bénh nhdn cuong giap do
amiodarone thé hdn hop.

Tir khéa: amiodarone, nhiém déc gidp

ABSTRACT
Amiodarone induced thyrotoxicosis
Vii Bich Nga“? Nguyén Thi Thanh Hurong?
Y Triwomg Pai Hoc Y Ha Néi, * Bénh vién Pai
Hoc Y Ha Noi

Amiodarone is a powerful class Il
antiarrhythmic drug, used in treatment of
supraventricular arrhythmias, supraventricular
tachycardia, atrial flutter and atrial fibrillation.
Amiodarone contains two iodine atoms and
has structure similar to thyroid hormone
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Vii Bich Nga*?, Nguyén Thi Thanh Huong’
2 Bénh vién Pai Hoc Y Ha Noi

(thyroxine and triiodothyronine). Amiodarone
can cause serious thyroid dysfunction in
patients with or without an underlying thyroid
disease. Amiodarone-induced thyroid
dysfunction occurs in 15-20% of patients and
includes amiodarone-induced hypothyroidism
(AIH) and amiodarone-induced thyrotoxicosis
(AIT). Amiodarone-induced thyroid
dysfunction can be affected by dietary iodine
intake. In iodine-sufficient areas, amiodarone-
induced hypothyroidism appears to be more
common than hyperthyroidism. In contrast,
amiodarone-induced hyperthyroidism is more
common than hypothyroidism in iodine-
deficient regions. Sometimes, heart disease
can be worsening by amiodarone — induced
thyrotoxicosis, increase  morbidity and
mortality, especially in elderly patients with
left ventricular dysfunction. So in most cases,
especially in the elderly, we must treat it as
soon as possible.
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1. PAT VAN PE

Amiodarone, modt din xuidt cua acid
benzofuranic, 1a mot loai thudc chéng loan
nhip manh nhém III duoc sir dung trong diéu
tri nhip nhanh kich phat trén that, loan nhip
nhanh that ac tinh, cuong nhi va rung nhi
[1]. N6 1a mot hop chat giau idt co cau tric
phan tr twong tu nhu thyroxine (Ti) va
triiodothyronine (Ts). Amiodaron rat wa md va
tap trung nhiéu & mdé mJ, co tim, co xuong va
tuyén giap. Thoi gian ban hay cua thudc 1a
khoang 100 ngay 3. Do d6, doc tinh cua
amiodaron van c6 thé xay ra sau khi dd ngimg
thudc 4. Liéu thong thuong tir 100 dén 600 mg
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amiodaron m01 ngay, cung cap 37 den 222 mg
i-0t hitu co, gap 50-100 lan luong i- ot tbi uu
hang ngay, va lam tang dang ké ngudn i-0t
toan than va tuyén giap 3. Mic du nd c6 thé
lam giam ty 1¢ tir vong lién quan dén tim mach
va cai thién ty 18 song s6t, amiodarone ciing c6
thé gy rdi loan chtc ning tuyén giap nghiém
trong ¢ nhiing bénh nhén c6 hodc khong co6
bénh tuyen giap tiém an [4, 5] Ty 1& xuét
hién roi loan chuc nang tuyén glap, hodc
nhiém doc gidp (nhiém doc gidp do
amiodarone: AIT) hoac suy giap (AlH), 1a 15—
20% [ 6]. Rdi loan chirc ning tuyen giap do
amiodarone phu thudc mot phan vao luong
iod, & nhitng ving thiéu i6t, AIT phd bién hon.
Nguoc lai & vung du iod, AIH lai phé bién
hon. Cudng giap do cordarone la mdt tinh
trang nguy hiém vi nd c6 thé lam ning thém
bénh tim von ¢d. N6 ¢6 lién quan dén viéc 1am
tang ty 1€ mic va tir vong, dac biét & bénh
nhan 16n tudi c6 rdi loan chirc ning thit trai.
Vi vay, ¢ da s6 truong hop, dic biét 0 ngudi
gia, can diéu tri va dua chuc nang tuyén glap
vé& binh thudong cang sém cang tot. Cudng giap
do cordarone dugc chia thanh 2 typ: typ I va
typ I AIT Typ I la the cuong giap do tang
tong hop hormone tuyén giap, AIT typ II'la do
tang giai phong T3 va T4 do viém tuyen giap
pha hiy. Hai typ nay khac nhau vé co ché
bénh sinh, diéu tri va bién chimg. Trong nhiéu
truong hop, cd thé két ‘hop gitra hai typ (typ
hén hop), khién cho chin doan va diéu tri kho
khan hon. Duéi day, chung t6i xin dugc trinh
bay ca 1am sang mot bénh nhan dwoc chén
doan AIT thé hdn hop.

2. CALAM SANG

Bénh nhan nam, 43 tudi, nhdp vién Bénh
vién Pai Hoc Y Ha No6i ngay 26/7/2020 trong
tinh trang mét, hoi hép danh tréng nguc, run
tay chan, gay sut Skg/ thang, khé tho ting dan.
Qua tham kham 1am sang, ching toi thiy bénh
nhan cd hoi chimg cuong giap rd, mach 120
lan/pht, huyét 4p 100/60 mmHg. Két qua mot
s6 xét nghiém: FT4>100 pmol/l, TSH < 0.007
mU/l, TRAb < 0.8 U/, siéu 4m tuyén giap
thdy tuyén giap ting nhe kich thudc, nhu md

giam 4m, khong tang sinh mach. Khai thac lai
tién s, chung toi thdy bénh nhan c6 bénh tim
bam sinh tir bé, dao ngugc phu tang, thong
lién nhi, thong lién that, tang ap dong mach
phéi va suy tim; dang duy tri Bosetan 125mg x
Y, vién/ngay, cordarone 200mg céch ngay %
vién, xarelto 15mg/ ngay. Bénh nhan da dung
cordarone 4 nam nay. Bénh nhan duoc chan
doén cuong gidp theo ddi do cordarone.

Bénh nhan duoc diéu trj ngoai tra béng
thyrozol 30mg/ngay trong 2 tudn va ding
cordarone, tiép tuc duy tri Digoxin
0.25mg/ngay, concor 5mg/ngady. Sau 2 tuan
didu tri, bénh nhén xuit hién méan ngua toan
than, ndi san do, theo ddi di tmg thyrozol. Do
d6, chung t6i da dimg thyrozol va chuyén sang
ding PTU 50mg X 4 vién/ ngay. Sau 2 tuan,
bénh nhén van thiy mét nhiéu, gay sit can, hoi
hop danh tréng nguc, run tay chan, kho tho
tang 1én, xét nghiém tai thoi diém nay: FT4:
137.5 pmol/l; FT3 > 30.6 pmol/l. Ngay
25/8/2020, bénh nhan nhap vién tai don vi Noi
tiét- Ho hap, Bénh vién Dai hoc Y Ha Nai,
thaim kham 1am sang thiy hoi chimg cudng
giap 18, kho thg NYHA III-1V, tim dau chi,
huyét 4p 100/60 mmHg, SpO2 la 84-85%, tim
loan nhip hoan toan, tan sé 126 ck/p, c6 tiéng
th6i tam thu 3/6 khoang lién suon III canh trc
phai, bung mém, gan khéng to, khong phu,
tuyén giap to do I theo phan d6 cia WHO,
khéng c6 16i mét, khong co6 phu niém trudc
xuong chay. Mot sb xét nghiém dugc chi dinh
thém: anti-TPO 9.0 1U/ml, anti-Tg 456 1U/ml,
siéu Am tuyén giap thiy kich thude tuyén giap
tang nhe, nhu mé tuyén gidp giam am nhe,
khong déu, khong tang sinh mach. Dinh lugng
iod niéu 24h la 444.89 pg/24h (binh thuong
duci 400 pg/24h). Ching t6i tiép tuc diéu trj
bang PTU, tang liéu 1én 400mg/ ngay, sau 1
tuan diéu tri, bénh nhan da cai thién tridu
chimg mét, hdi hop danh tréng nguc, khong
gy sut cin, xét nghiém FT3 26.25 pmol/l,
FT4: >100 pmol/l. Dya trén tién su, thim
kham lam sang va xét nghiém da co, chung toi
huéng toi chan doan cudng giap theo ddi do
cordarone thé hdn hop. Ching t6i quyet dinh
tlep tuc duy tri PTU 400mg/ngay va bd sung
diéu tri solu-medrol dang tiém tinh mach
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40mg/ ngay. Sau 5 ngiy, chung toi nhan thay
co su cai thién rd rét vé l1am sang va xét
nghiém. Bénh nhan d& mét, tim loan nhip
hoan toan tan sb 80-90 ck/p, d& hdi hop tréng
nguc, khong gay sit can, khong kho tha. Ve
xét nghiém, FT4: 44.6 pmol/l, FT3: 6.56
pmol/l, cong thirc méu: BC: 4.73 G/L, BCTT:
2.3 G/L, AST/ALT: 35/59 UII.

Bénh nhén ra vién, tiép tuc diéu tri PTU
300mg/ngdy va Medrol duong ubng
40mg/ngdy va tiép tuc dung thudc theo
chuyén khoa Tim mach: Digoxin
0.125mg/ngay, Concor 2.5mg/ngay,

Spinolac plus 50+20mg x % vién/ngay,
Tracleer 125mg x ¥ vién/ngay. Kiém tra lai
sau 01 tuin, bénh nhan d& mét, hét hdi hop
danh trong nguc, khong run tay chan, khong
gay sat can, tim tan sd 85 ck/p. Xét nghiém
FT4: 27.58 pmol/l, FT3: 5.45 pmol/l.

Siéu am tuyén giap: kich thuéc binh
thuong, nhu mo tuyén giap dong nhat, tudi
mau déu. Chiing t6i tiép tuc duy tri PTU liéu
300mg/ngdy va Medrol duong udng
40mg/ngdy, bd sung magie, kali dudng udng
va duy tri thuc theo don chuyén khoa Tim
mach; hen kiém tra lai sau 02 tuan.

Bang 1. Bang tom tat két

ua xét nghiém cua bénh nhan

e Th?? dle,m Thﬁn dlﬁm Sau 1 Sau5 | Thoi diém Tai kham
Thoi gian moi phat nhép vién tudn o ra vién sau 1
hién bénh NTHH u gay vie tudn
FT3 (pmol/l) >30.6 26.25 6.56 5.8 5.45
FT4 (pmol/l) >100 137.5 >100 44.6 74.5 27.58
TSH (mU/l) <0.8 <0.0083
GOT (Ul 37 25 35 33
GPT (U/l) 40 32 59 65
Anti-Tg
(IU/ml) 456.0
Anti- TPO
(1U/ml) 9.0
Na+/K+ 137/4.1 139/3.9 140/3.8 127/4.1
Creatinin 55
Pro-BNP 2888 2370 1314 1394
Iod niéu
(ug/24h) 444.89
Thyrozol
30mg/ngay \
A x 2 tudn — PTU | PTU 400mg/ngay PTU 300mg/ngay
Diéu tri 400mg/ngay + Solu-medrol 3
PTU < 1 tuin 40ma/naa Medrol 40mg/ngay
200mg/nga g/hgay
y
3. BAN LUAN c6 thé gay rbi loan chic niang tuyén gidp

AIT 1a thuat ngit chi tinh trang nhiém doc

giap phat sinh trong hodc sau khi diéu tri bang
amiodaron. Amiodarone la thudc giau iod va
c6 tac dung doc truc tiép trén tuyen giap nén
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(cuong giap hodc suy giap). Amiodaron rat ua
md va tap trung nhiéu & mod mo, co tim, co
xuong va tuyén giap. Thoi gian ban huy cua
thuéc 1a khoang 100 ngay 3. Tac dung cta
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amiodarone trén tuyén giap ¢co thé thiy trong
vong vai tuan sau khi bat dau diéu trl va/hodc
dén vai thang sau khi ngimg diéu tri. 82AIT ¢c6
thé xuat hién sau diéu tri cordarone 3
nam. 2 Tuy nhién, khoang thoi gian thong
thudng 1a tir 2 dén 47 thang.

Cuong gidp do cordarone dugc chia thanh
2 typ: typ I va typ II. AIT Typ I 1a thé cudng
giap do ting tong hop hormone tuyén giap,
nguoc lai AIT typ II la do tang giai phong T3
va T4 do viém tuyen giap pha huy. Hai typ nay
khac nhau vé co ché bénh sinh, diéu trj va bién
chung. AIT typ I thuong gép ¢ cac bénh nhan
da co6 budu giap da nhan hodc bénh Basedow
thé an; Qua nhiéu iod tir Amiodaron gy ting

san xuat hormon tuyén giap. Con trong AIT
typ I, cuong gip 1a do viém pha huy tuyén
giap gay tang giai phong T3 va T4, ma khong
tang tong hop hormon. Typ ndy thudng gip &
cac bénh nhan khong c6 bénh tuyén giap va do
hau qua doc truc tiép cua amiodarone trén cac
té bao biéu md nang tuyén giap. O da s6 bénh
nhan, AIT typ II thuong dién bién qua 3 giai
doan: Giai doan cuong giap co thé kéo dai vai
tudn toi vai thang va sau dé 1a giai doan suy
giap va cudi cung 1a giai doan hdi phuc.
Nhung khong phai tat ca bénh nhan déu hoi
phuc. Nguoi ta cling chua 6 ly do tai sao tac
dong gy doc cua thude co thé phai mat 2 dén
3 nam méi c6 biéu hién.

Bang 2. Mot sb dic diém cia hai typ AIT (AIT typ I va typ II)

AlT typ |

AT typ I

Bénh Iy tuyén giap tiém an

Co

Thuong khéng

Siéu am doppler mach

Tang sinh mach

khong tang sinh mach

Do d6 tap trung iod 24h Thap/binh thudng/ting thip khong do duoc
Tu khang thé tuyén giap ¢6 néu AIT do Basedow thuong khong co
Thoi gian khoi phat sau 2 . , A N .
dung Amiodarone ngan (trung binh 3 thang) lau (trung binh 30 thang)
Tu khoi khéng c6 thé

Suy giap giai doan sau khéng c6 thé

Piéu tri wu tién

Khang giap trang + sodium
perchlorate (vai tuan)

Glucocorticoid duong uéng

biéu tri hd trg

thuong co

Khéng

Chan doan phan biét gitra typ | va typ 11 Ia
rat quan trong vi diéu tri hai typ 1a khac nhau.
Tuy nhién, d6i khi dya vao tiéu chuan 1am
sang rat kho dé phan biét hai typ, mot phan do
mot s6 bénh nhan cé hdn hop ca hai co ché.
Céc xét nghiém chirc niang tuyén giap khong
gilp chan doan phan biét cuong giap do typ |
vai typ II.

O bénh nhan c6 nhan tuyén giap hoic buéu
giap hoat dong tiém tang, typ I ¢6 xu hudng
xuat hién som sau khi bat dau diéu tri
Amiodarone (trung binh 3,5 thang trong mot
nghién ciru), typ II thuong mudn hon nhidu
(trung binh Ia 30 thang) 36..

O cac bénh nhan khong dung amiodaron,

nguoi ta diung xet nghlem do do tap trung iod
dé phan biét giita viém tuyén giap ban cap
pha hiuy véi cuong giap do ting tdng hop
hormone tuyén giap. Trong viém tuyén giap
ban cép, do tap trung lod 24h 1a < 1%, con
trong budu nhan doc hodc bénh Graves, do
tap trung lod 24h tang.

Tuy nhién, khi udng Amiodarone twong
duong véi hap thu 16n hon hodc bang 6mg iod
c6 hoat tinh sinh hoc hang ngay lam luong iod
trong mau ting cao, dii dé canh tranh véi cac
chét danh dau ding dé lam xét nghiém do do
tap trung. Vi vdy, da sd bénh nhén typ I (ciing
nhu tit ca bénh nhéan typ II) c6 do tap trung
iod < 1% ¥
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Vé diéu tri

Bénh nhan AIT typ I thuong dap tng t6t
v6i thudc khang giagp trang tong hop
(carbimazole, methimazole hoac
propylthiouracil), mac du dap tng c6 thé cham
va can dung liéu 16n, co thé do tich ldy mot
luong 16n iod trong tuyén giap. Lidu co thé 16n
toi Methimazole 40 - 60 mg/ngay hodc
Propylthiouracil voi lidu tuong duong. Can
theo ddi sat cac tac dung phu cta thudc nhu
may day, dau khép, ting men gan va hiém khi
gdy trc ché tuy xwong. Dé ting do nhay va dap
mg cua tuyén giap véi thionamide, nguoi ta
ding thém Perchlorate. Tuy nhién, dung
perchlorate 1au dai c6 thé giy doc véi than va
tay xuong, do d6 ngudi ta khuyén céo khong
dung perchlorate quéa 1g/ngay, va khong dung
kéo dai trén 4 - 6 tudn. Sau khi dat binh giap,
Hiép hoi tuyen giap Chau Au nam 2018 da
dua ra khuyen c40 nén phau thuat cit tuyén
giap hodc diéu tri iod phong xa. Piéu nay cho
phép bénh nhan c6 thé tiép tuc st dung
amiodaron mot cach an toan néu tinh trang tim
mach can.

Bénh nhén kem dap tng voi thuoc khang
gidp nén duoc phau thuat cit tuyén giap. bay
ciing 1a khuyén cao cia Hiép hoi tuyén giap
Chau Au 2018 cho diéu tri réi loan tuyén
giap do amiodarone. Khi can nhéc giira nguy
co cia phdu thuat véi nguy co cla cudng
giap khong theo ddi va khong kiém soat duoc
trong vai thang, loi ich cua phau thuat tré nén
r0 rang hon.

Bénh nhén AIT typ II dap Gng t6t voi
corticosteroids liéu twong dbi cao (prednisone
40 téi 60 mg/ngay), ngay ca khi van tiép tuc
dung amiodarone.

Chung t6i thuong bit ddu véi prednisone
40 - 60mg/ngay va tiép tuc diéu trj 1 - 3 thang
trudc khi bat dau giam lidu (dé tranh dot cap
clia cudng giap). Mot s truong hop co thé
thiy hiéu qua som sau mot tuan. Trong mot
thir nghiém 1am sang ngau nhién, viéc thém
perchlorate vao prednisone ¢ bénh nhan AIT
typ II khong thiy c6 hiéu qua thém.

Theo Hiép hoi tuyén giap Chau Au 2018,
mot s6 truong hop thé hdn hop hoic khong thé
phan dinh dugc AIT typ I véi typ II, co thé
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tiép can theo hai cach. Cach thir nhat 1a bt
dau véi thionamide (+ natri perchlorat) nhu
d6i voi AIT typ 1 va, trong truong hop khong
c6 cai thién sinh héa trong khoang 4—6 tuan,
thém glucocorticoid. Cach thtr hai 1a diéu tri
két hop (thionamid va glucocorticoid) ngay tir
dau. Cach nay c6 thé khién cho bénh nhén bi
bénh tim dung qua nhiéu glucocorticoid.

Do ¢6 bénh 1y tuyén giap tiém tang, nén o
AIT typ 1, Hi€p hoi tuyen giap Chéau Au 2018
khuyén céo phau thuét cit tuyén giap dé diéu
trj dut diém. Cat tuyén giap 1a mot lua chon
hop 1y trong trudng hop dap Gmg kém véi diéu
trj két hop.

Quay tré lai truong hop bénh nhén trén:
bénh nhan khong c6 tién sir bénh tuyén giap,
xét nghiém TRAb am tinh, siéu 4m tuyén giap
thiy nhu mo giam am, khong ting sinh mach.
Bénh nhan d3 dugc diéu trj v6i thionamide,
nhung dap tmg kém véi diéu tri. Sau khi diéu
tri thém glucocorticoid thi bénh nhan dap tng
rét tot.

Céc xét nghiém chirc nang tuyén giap cai
thién nhanh chong. Do d6, chung t6i chan
doan day 1a thé hdn hop. Va & bénh nhén nay,
chung t6i du kién s& tiép tuc diéu tri két hop
thionamide va glucocorticoid cho dén khi
bénh nhan dat tinh trang binh giap. Bénh nhén
xét diéu tri phiu thuat cat tuyén giap

4. KET LUAN

Réi loan chirc ning tuyén giap kha thuong
gip khi diéu tri v6i amiodarone. Suy giap do
amiodarone diéu tri twong d6i don gian bang
bd sung levothyroxine va thuong khong can
ngung amiodarone. Cuong giap do
amiodarone gom hai typ, typ I va typ II. Chan
doan phén biét hai typ c6 y nghia nhiéu trong
diéu tri. Tuy nhién, doi khi rat kho phan biét
gitta hai typ. Trén thyc hanh 1am sang, can
klem tra va theo doi thuong xuyén chirc nang
tuyén giap trudce, trong va sau khi didu tri v6i
amiodarone.
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