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Bénh Covid-19 va tuyén giap

Lé Tuyét Hoa'

"Trwong Pai hoc Y Khoa Pham Ngoc Thach

Tém tat

Nhiém SARS-COV-2 hién dang & van d& strc khde nghiém trong trén thé gii.

COVID-19 gay tdn thuwong nhidu co quan, néi bat nhat 14 hé ho hap. Tl 2002, bénh

ly tuyén giap da dwoc biét dén trong dot bung phat SARS-COV. Hai nam qua da c6

nhiéu bdo cao ghi nhan tuyén giap bi tn hai trong va sau khi nhiém SARS-COV-2.

Bai viét trinh bay tém tt cac bang chirng thay dbi chirc nang tuyén va bénh ly tuyén

giap & BN COVID-19, lien hé bénh sinh gitra nhiém Coronavirus va bénh tuyén giap.
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1. PAT VAN PE

Dai dich COVID-19 dang lan rong khip thé
gidi, gdy tir vong cao khong chi do suy ho hap
ma con nhimg bién chimg khac nhu tryy tim
mach va dong mau ndi mach rai rac. Bénh con
di kém vdéi nhitng bénh tu mién khac nhu héi
chimg Guillain-Barre, thiéu mau tan huyét tu
mién va xuat huyét giam tiéu cau ty mién. Hai
nim qua da c6 nhiéu bao cao vé nhitng bénh
nhan COVID-19 bi rdi loan chiic ning tuyén
giap va bénh tuyén giap di kém.

2. TONG QUAN

1. Nhiém doc giap

Muller ghi nhan cuong giap (CG) 16 &
15% bénh nhan (BN) nhap san soc dac biét vi
COVID-19 [1], so véi 2% & BN diéu tri khoa
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COVID-19 and the Thyroid

SARS-COV-2 infection is currently a tremendous global health problem. COVID-19
causes considerable damage to a wide range of vital organs most prominantly the
respiratory system. Thyroid problems have been reported in the SARS-COV outbreak
in 2002. Recently, clinical evidence for thyroidal insults during and after COVID-19 has
been accumulated. The paperpresents the reported evidence of alteration in thyroid
function associated with SARS-COV-2 infection and the relating pathogenesis.

Key words: COVID-19, thyroid disease, SARS-COV-2

thong thuong; nhung nghién ctru nay dinh nghia
cuong giap khi TSH < 0.28 mU/L va /hoac FT4
>21.9 pmol/L va BN nam tai san séc dic biét
dugc do TSH nhiéu 1an hon BN khéng nhap
san soc dic biét (co thé giy sai léch). Lania
va cong su ghi nhan CG ¢ 10.8% trén 72 BN
COVID khéng nhap ICU [2]. Trong s6 cac BN
CG 13 ¢6 32% rung nhi 16% bj huyét khéi tic
mach. Ngudoi bénh COVID-19 bi cudng giap tir
vong ndi vién cao hon, nam vién lau hon BN
COVID-19 ma chirc ning tuyén giap (CNTG)
binh thuong. Nhidm doc gidp xuét hién & BN
COVID-19, c6 thé gop phan dua dén két cuc
x4u hon. Mateu-Salat ciing bao c4o hai ca bénh
Graves lién quan dén COVID-19 [3], mot BN
da 6n dinh bénh Graves hon 30 nim va nguoi
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con lai chua ting c6 bénh tuyén giap. Nhu vay
COVID-19 khong chi khoi phat ma con lam tai
phat bénh Graves [3], [4].

Viém tuyén giap ban cdp (VGBC, De
Quervain thyroiditis) 12 bénh 1y viém. Tuyén
giap thuong rat dau, BN sdt, mét va tim nhanh;
taing CRP va toc d6 mau lang; trén siéu 4m
thdy nhiéu viing echo kém rai rac khu trd trong
tuyén. Tuyén bi hoai tir do chinh virus hoac
tién trinh viém hau virus [5]. Bénh ty giéi han
trong vong 3 thang. Nhiéu virus gdy VGBC,
lién quan dén giai phong khang nguyén (& bao
bi hoai tir hodc chét theo chuong trinh), lam
thay d6i khang nguyén chinh, do phong thich
proinflammatory cytokine va chemokine, trinh
dién HLA-DR lac chd va kich hoat thy thé Toll-
Like Receptor (TLR) [6]. P2 ¢6 13 truong hop
VGBC kém véi COVID-19 dugce bao céo trong
d6 hon 50% dén tir Y. Bénh nhan ¢6 tudi tir 18-
69, hau hét 1a nit. Khéi phat VGBC tir 7 tuan
trude va 7 tuan sau khi chan doan COVID-19
[7]. Vi vay sbt khong thé giup phan biét, ma
dua vao dau tuyén giap dé chan doan, co hay
khong kém vé6i nhiém doc giap. Mic khac,
triéu chimg dau c¢6 dé nham véi dau hong cua
Covid-19. Khi nhip tim van con nhanh du trigu
chung bénh COVID-19 da cai thién va khong
tim thdy bat ky 1y do tim mach ndo, can nghi
dén VGBC lién quan dén COVID-19.

C6 3 ca VGBC [8],[9],[10] chan doan cing
lac c6 tridu chimg nhiém SARS-CoV-2 ltic
nhap vién. Bénh COVID-19 ¢ cac BN nay déu
nhe 8/9 BN. 6 BN (65%) phuc hdi VGBC sau
khi khdi bénh COVID-19 tur 17 - 40 ngay sau
nhiém SARS-COV-2. CRP rat cao & tit ca BN.
Triéu chung lam sang la budu giap, mét, danh
trng nguc, vd mo héi, mat ngu lo lang, run,
sut can, chi mgt BN bi rung nhi [10]. Khang
thé TR-Ab, TPOAb am tinh & tit ca BN va
thyroglobulin antibodies (TgAb) duong tinh &
2/9 BN. Xa hinh tuyén giap ¢ tit ca BN déu c6
hinh anh cuong giap pha huy. Nhu vdy VGBC
do COVID-19 giéng véi do virus khac. Khang
viém steroid va non-steroid van 1a thude diéu
tri hiéu qua. C6 2 BN bi suy giap sau d6 [10].

Viém giap thé yén lang ciing gip trén BN
COVID-19. Lania bao cao 20.2% (58/287)
nguoi bénh COVID-19 nhép khoa khong phai
sin soc dic biét co nhiém doc giap ma khong
dau cb, dugc chan doan viém gidp thé yén
lang [2] v6i 31 BN bi cuong giap rd. Su tuong
quan nghlch gitra TSH va muc [L-6 ¢ ung ho gia
thuyét ton thuong tuyén giap qua co ché viém.
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Chi 9 BN dugc do TPOAD, TgAb, TRAb, déu
am tinh. BN COVID-19 nhap vién c6 giam
manh lympho bao nén khong tao duoc té bao
khéng 16 & tuyén giap, do vy khong co kéo
nang tuyén giap nén khong giy dau c6. Bénh
thuong gap ¢ nam co thé do khac biét tin hiéu
mién dich khic nhau (ACE2 & tuyén giap)
theo gidi.

2. Hi chimg binh giap lién quan dén
bénh ning

Tuy nhién nhitng bao cao vé nhiém doc giap
& BN COVID-19 khong hang dinh. Chen va
Khoo khéng ghi nhan rdi loan chirc ning tuyén
giap dang ké trén 1am sang. Trén 50 BN Trung
Qudc bi COVID-19, Chen chi ghi nhan glam
TSH, T4 va T3 hing dinh ma khong c6 biéu
hién [am sang [11]. Khoo bao cao 621 BN nhap
vién c6 da xét nghiém tuyén gidp trong do
334 BN COVID-19 (tu6i 66.1) khong ai ding
steroids trudc khi bénh, trong d6 40 BN (12%)
nhdp ICU va 95 BN (28.4%) tir vong [12].
Hau hét déu co chirc ning giap binh thuong
(86.5%), khong ai cuong giap o (dinh nghia
khi TSH < 0.30 and FT4 > 23.0) va chi 0.6%
bi suy giap. Ti 1¢ nay khong khac nhau gitra
nguoi co test COVID-19 duong tinh hay am
tinh, gitta BN nhap ICU hay khong ICU, con
song hay tir vong [12].

Khoo ghi nhan sy twong quan nguoc gitta
cortisol huyét thanh va TSH c6 ¥ nghia thong
ké (r =-0.25, p < 0.001), nhung khong tuong
quan voi FT4; twong quan yéu giita CRP voi
TSH (R =-0.19, P < 0.001) va véi FT4 (R =
0.15, P = 0.006). Nhung TSH phuc hdi sau khi
khoi COVID-19. Theo déi 55 BN COVID-19
con séng trong thoi gian trung vi 79 ngay (52-
108 ngay) c6 47 BN binh giap, chi 2 BN bi
giam nhe TSH va FT4 binh thuong (cuong
giap dudi 1am sang), 4 BN FT4 thap TSH binh
thuong (suy giap tha phat) va 2 BN TSH tang
nhe va FT4 binh thuong (suy giap dudi lam
sang), khong co6 trudong hop nao cudng gidp.
Nhin chung 50 BN ¢6 trung vi ciia TSH nén
(trudce khi bi COVID-19) la 1.59 mU/L (1.03-
2.21 mU/L), luc nhdp vién vi COVID-19 la
1.05 mU/L (0.56-1.62 mU/L) va trong ltc theo
doi 1.45 mU/L (0.98-2.22 mU/L) (Friedman
rank sum test, P = 0.009). TSH khac bié¢t c6 y
nghia gitta gi4 tri nén trudc nhap vién véi lac
nhdp vién (paired Wilcoxon signed rank test
P = 0.004), gitta TSH nhap vién - TSH theo
déi (P = 0.034), nhung nhu nhau gitta TSH
trude nhadp vién va TSH trong thoi gian theo
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ddi. Khong co khac biét FT4: FT4 nén 1a 14.07
pmol/L (4.74 pmol/L), FT4 nhép vién 12.41
pmol/L (2.00 pmol/L), va FT4 theo doi 12.61
pmol/L (2.44 pmol/L) (p = 0.23) [12]. Nhu vay
r0i loan CNTG rd khong phai 1a dic trung &
BN COVID-19 cip du chung ta thiy giam déng
ké c6 ¥ nghia FT4 va TSH khi nhap vién, du
murc giam kha nho va khong lam thay dbi diéu
tri. Viéc theo doi CNTG thuong xuyén ¢ BN
COVID-19 vi vay khong dugc WHO khuyén
cao tru khi c6 chi dinh chuyén biét.

Két qua cia nghién ciru goi ¥ nhiéu BN
COVID-19 c6 chtc ning tuyén giap binh
thuong lién quan dén bénh nang (hoi ching
euthyroid sickness syndrome). Pac trung cta
hoi chung 1a giam T3/FT3, tang rT3, khong
tang TSH; Bénh cang nang, cang lau, cang tang
nguy co giam san xuat TSH, FT4, FT3. TSH
bi trc ché do ting cac cytokines tién viém nhu
interleukin-6. Cortisol ciing trc ché bai tiét TSH
ngay ¢ nong do sinh Iy [13]. Nhiém SARS-
COV-2 lam tang cortisol nén e ché TSH. Ly
giai thir ba 1a SARS-CoV-2 tac dong truc tiép
1én té bao hudng giap (thyrotrophs) vi thy thé
ACE?2 gin véi protein gai ctia virus trinh dién &
tuyén yén [14]. Y vén cho rang toan b truc ha
ddi - tuyén yén - tuyén giap co thé la muc tiéu
t6n thuong ctia SARS-CoV-2.

3. Suy giap

Nhiéu ndm trude, mot vai nghién ctru da
béo cao RLCN tuyén gidp & BN nhiém SARS.
Muc TSH, T3 and T4 & BN SARS-CoV thip
hon nhém ching nhiéu [15], tuong quan thuan
gilta mirc d6 ning cua SARS va nong do T3.
Leow ghi nhan 6.7% BN SARS bi suy giap
(SG) sau khi di hdi phuc 3 thang [16], gdm 3
suy giap trung uwong, 1 suy gidp nguyén phat
do viém giap lympho bao. Suy gidp trung vong
hoi phuc dan ¢ 3 BN sau 3 - 9 thang, con BN
suy giap nguyén phat thi vinh vién. Trén BN
COVID-19, Lania ghi nhan 15/287 (5.2%) BN
bi SG nguyén phat, trong dé 90% la SG dudi
lam sang, 10% SG rd. Tu vong ndi vién & BN
suy giap cao hon binh giap [2]. Giéng nhu CG,
du & mirc 46 nhe hon, SG van gép phan dua
dén két cuc xéu cho BN COVID-19. C6 bing
chung SG nguyén phat xdy ra trong va sau bi
COVID-19. Hai BN COVID-19 bi SG do viém
giap tw mién phdi nhap ICU. Hai BN nay van
tiép tuc SG sau xudt vién [1]. Suy giap trung
wong tha phat do nhiém SARS-CoV-2 giy
ton thuong ha ddi hay tuyén yén it dugc mod
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ta. Chen bao cao SG trung wong chiém 2-6%
(1-3/50 BN) 6 BN COVID-19 nhap vién, véi
FT4 thap va TSH thip/binh thuong nhung
hormone tré lai binh thuong sau khi hét bénh
COVID-19 [11].

4. Sinh bénh hoc

Nhiém SARS-COV-2 tac dong truc tiép dén
mot sd tuyén ndi tiét trong do co tuyén giap.
Thu thé ACE2 ma SARS-COV-2 sir dung dé
di vao té bao lai ¢ rat nhidu ¢ tuyén giap [17].
O BN tir vong do nhiém SARS-COV (mot
coronav1rus) ghi nhan c6 chét theo chu’ong
trinh té bao nang va té bao cin nang tuyen
giap [18], khong thdy virus hién dién ¢ tuyén
gidp [19]. Ngoai ra con thay virus hién dién
tai tuyén yén [19], cing véi hien tugng giam
nhuém TSH ¢ thuy trude tuyén yen [20]. Nhu
Vay truc ha ddi - tuyén yén - tuyén giap rat co
thé bi r6i loan & nguoi bénh COVID-19.

SARS-COV-1 va SARS-COV-2 dung
ACE2 gin véi protease serine 2 xuyén mang
(TMPRSS2) nhu mét phic bd phéan tir chinh
dé vao té bao. ACE2 va TMPRSS2 trinh
dién rat nhiéu & tuyén giap va ¢ phoi [21]. O
tuyén giap, muc trinh dién ACE2 di kém véi
nhitng tin hiéu mién dich (1a CD8 + T cells,
dap ung interferon, B cells, va natural killer
(NK) cells), gitp chiing ta hiéu duoc dép tng
mién dich khac nhau nén biéu hién 1am sang
lién quan dén tuyén giap ciing khac nhau. Céac
proteins cu tric ciia mang bao tuong gitp
cho SARS-COV-2 xam nhap té bao dai dién 1a
céc integrins. ACE2 gin vao integrin dé diéu
hoa dong thac chuyén tin hiéu chén vat liéu di
truyén vao té bao nguoi [22]. O day T4 diéu
hoa trinh dién ciia cac gene ddi v6i cac protein
tao nén integrins va tang tiép nhan cua cac
integrins [23]

Chi c6 hai nghién ciru cong bd mé hoc cia
tuyén giap @ BN SARS-COV-2 [24].[25]. Cac
BN déu thim nhidm lymph bao ¢ mé k& va v&
té bao biéu mo nang tuyén (¥ nghia cua nhirng
thay d6i mé hoc véi CNTG trén BN COVID-19
khong chéc chin). Wei ghi nhan ¢ 5 BN chét vi
SARS c6 ton thwong kha nhiéu biéu mo nang
tuyén va té bao can nang [18]. Nhiing thay
ddi nay 1a sy chét theo chuong trinh, vi khong
¢6 tham nhiém viém khong c6 hoai tir t& bao.
Calcitonin trc ché ly giai xuong va ting tich tu
Ca trong xuong. Sy hoai tir ddu xuong dui &
BN SARS va COVID-19 c¢6 1& do ton thuong
té bao can nang [18].
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Hinh 1. Ton thuong tuyén giap trong bénh COVID-19 lién quan dén hé mién dich. Hinh trinh bay
nhing bién ¢b xay ra & BN c6 bénh tuyén giap kém voi bénh COVID-19. S thir ty danh déu chudi
trinh ty cac bién cd. SARS-COV-2 gy nhidm cac co quan thong qua mién dich méc phai (1a) va
mién dich ty nhién (1b). Peptide khang nguyén SARS-COV-2 (epitope peptide) trinh dién trén bé
mit cac HLA va té bao T nhén dién céac epitope nay - 2. Hoi chiing tang viém va con bao cytokine.
- (3). Tuyén giap bi ton thuong do t& bao mién dich - (4). Ty khang nguyén tuyén giap roi vao tudn
hoan trinh dién trén HLA - (5). Cudi cing, phat trién bénh tuyén gidp ty mién 1a hau qua cua tién
trinh bénh méi hoic kich hoat bénh tiém an sin c6. APC (antigen-presenting cells): cac té bao trinh
dién khang nguyén; TCR (T-cell receptor): thu thé té bao T, té bao T bao gom té bao T gay doc té
bao va té bao T dap g voi kich thich; AITD (autoimmune thyroid disease): bénh tuyén giap tu

mién. “Nguén: Inaba H 20217 [7].

5. Van dé chim séc trong dai dich doi
v6i nguoi bénh di duge chian doan bénh
tuyén giap

Pai dich COVID-19 1am d6i thay diéu tri
thuong qui bénh nhan bénh tuyén giap ngoai
tri (ké ca ung thu giap) do gidn cach lam dut
gdy qua trinh diéu tri cac tinh hudéng khong
khan cdp va thiéu cung tng thudc diéu tri.
Telemedicine can dugc tin dung tich cuc
trong diéu tri bénh tuyén giap.

Vi nguy co lay nhiém SARS-COV-2 khi
kham bénh tryc tiép nén mirc cung cp dich
vu chan doan cham séc va diéu tri bénh tuyén
giap thay doi giira cac ving mién tuy vao ti
1& 14y truyén & cac dia phuong va kha ning
tmg pho cua hé thong y té. Mic khac, dai
dich gay ra rat nhiéu rdi loan cam xtic & BN
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ung thu tuyén giap bt ké muc d6 ning cia
bénh, cang gia ting nhu cau chim soc y té &
dan s nay.

3. KET LUAN

Vé 1y thuyét, SARS-COV-2 déu lién quan
dén nhiéu co quan sinh ton trong giai doan virus
huyét; trong d6 tuyén giap va truc ha doi - tuyén
yén - tuyén giap can duoc luu ¥ trong qua trinh
diéu tri BN COVID-19. Két qua tir nhiéu nghién
ctru cho thdy can nhic chi dinh theo ddi chuc
nang tuyén giap trong giai doan cap va khi khoi
bénh COVID-19, dong thdi xem xét chi dinh
diéu tri. Tuy nhién dit liéu vé diéu tri nhiém doc
giap va hoi chimg bénh khong do tuyén giap
0 nhitng BN COVID-19 nhép vién hién chua
day du.
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Hinh 2. Cac bénh 1y tuyén giap lién quan dén COVID-19 (hinh trén) va co ché sinh bénh hoc (hinh
dudi). C6 hai gia thuyét bénh hoc: (1) Virus tac dong dén tuyén yén tuyén giap mot cach truc tiép
hodc thong qua té bao mién dich, va (2) dap tng viém - mién dich cua co thé dbi voi virus. (HPT
axis: truc ha ddi tuyén yén - tuyén giap) “Ngudn: Scappaticio L (2020)” [15]
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