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ABSTRACT
THYROID HORMONE
RESISTANCE SYNDROME: REPORT
OF TWO RARE CASES

Objective: The syndrome of thyroid
hormone resistance is characterized by a
reduced responsiveness of target tissues to
thyroid hormone due to mutations on the thyroid
hormone receptor. Method: We report two
cases of thyroid hormone resistance syndrome
with the level of TSH that is not correlated
with FT4 level. Results: The first case:
Mutation ¢.938T>C (p.Met313Thr) located
at THRB exon 10. The second case: Mutation
c.1348C > G (L450V) located at THRB exon
11. Conclusion: When approaching a patient
with non - specific hyperthyroid state and non
- significant correlation between TSH and FT4
level, we should think about the syndrome
of inappropriate secretion of TSH, including
thyroid hormone resistance syndrome.
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TOM TAT

Muc tiéu: Hoi ching dé khang hormone
tuyén giap 1a mot bénh 1y hiém gip dic trung
boi tinh trang giam dap ung ctia mo dich véi
hormone tuyén giap do dot bién gen tai thu thé
ctia hormone nay. Doi twgng va phwong phap
nghién ctru: Nghién ctu hai truong hop co
hoi chimg dé khang hormone tuyén giap véi
biéu hién 1am sang khong dién hinh kém sy
bat twrong hop gitta nong d6 FT4 va TSH. Két
qua: Truong hop 1: dot bién di hop tir ¢.938T
> C (p.Met313Thr) trén exon 10 ctia gen THRB.
Truong hop 2: dot bién di hop tir ¢.1348C > G
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(L450V) trén exon 11 cta gen THRB. Két luan:
Tiép can v6i bénh nhan co biéu hién cuong giap
khong dic hiéu, ndng do TSH bién thién khong
twong hop véi FT4, nén nghi dén hoi ching
tang tiét TSH khong thich hop trong d6 ¢6 hoi
chimg dé khang hormone tuyén giap, dong thoi
tam soat cho nhiing thanh vién truc hé trong gia
dinh bénh nhan.
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I. PAT VAN PE

Hoi chimg d& khang hormone tuyén giap
do tac gia Refetoff phat hién lan dau tién vao
nim 1967. Pay 1a mot bénh 1y hiém gip, di
truyén theo kiéu trdi, co tinh chat gia dinh
hodc tan phat. Bénh chi xay ra trong 1/40.000
tré sinh séng. Sau Refetoff, c6 hon 300 pha
hé va 1000 truong hop duoc tim thay trén thé
gi6i.() Bénh ddc trung béi tinh trang giam
nhay cam hodc giam dap ung ctia mo dich
v6i hormone tuyén gidp do dot bién gen tai
thy thé ctia hormone nay (thyroid hormone
receptor beta gene — THRB gene), dan dén
tang nong do FT4 va FT3 trong mau nhung
néng d6 TSH lai tang nhe hodc trong gidi han
binh thuong.(1-2)

Hoi chimg dé khang hormone tuyén
giap gom ba thé: thé dé khang toan bd véi
hormone tuyén giap (Generalized thyroid
hormones resistance — GTHR), thé dé¢ khang
hormone tuyén giap tai tuyén yén (pituitary
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thyroid hormone resistance — PTHR) va thé
dé khang hormone tuyén giap & ngoai bién
(peripheral thyroid hormone resistance —
PerTHR). Thé GTHR di dugc mo ta lan dau
tién vao nim 1967. Tam muoi phan trim
trudng hop dé khang hormone tuyén giap 1a
thé GTHR, biéu hién 1am sang cua thé nay
thuong binh giap, vai bénh nhéan c6 budu
giap, cham tang trudng, giam kha nang
tap trung, hoi chung ting dong va nhip tim
nhanh khi nghi. Bay muoi phan trim trong
s6 nhitng truong hop bao cdo co tinh chat
gia dinh va di truyén kiéu troi. Xét nghiém
sinh hoa cho thiy nong do T4, T3, FT4 ting
cao trong mau va nong d¢6 TSH binh thuong
hodc ting. Thé PTHR it gip hon va thuong
biéu hién 1am sang cuong giap, kham thay
budu giap, xét nghiém sinh héa c6 gia tang
néng d6 hormone T4, T3 va néng d6 TSH
binh thuong hoic ting. Thé PerTHR hiém
gap nhét so voi hai thé con lai. Bénh nhéan
biéu hién 1am sang suy giap, kham thay

budu giap. Nong dd hormone tuyén giap
taing va nong d6 TSH trong giéi han binh
thuong hodc ting. O thé nay, sy nhay cam
clia mo ngoai bién giam ddi voi hormone
tuyén giap so voi mo tuyén yén. Tuy nhién,
su phan biét khong 1o rang do c6 sy thay
d6i khac nhau vé muc do dé khang tai tuyén
yén va md ngoai bién trén cling mot ca thé.®

Tiép can v6i bénh nhan c6 hoi chung dé
khang hormone tuyén giap véi biéu hién 1am
sang da dang, khong dién hinh kém ndng
d6 hormone tuyén giap tang cao trong mau,
nong d6 TSH c6 thé binh thuong hodc ting,
cac bac si 1am sang rat d& chin doan nham
1an vé&i bénh Basedow do tinh chit phd bién
cua bénh. Tuy nhién, theo tac gia Minhgiang,
khi tiép can mot bénh nhéan c6 biéu hién nhu
trén, tac gia khuyén cao can phan biét nhirng
nguyén nhan sau: u tuyén yén tiét TSH, u lac
chd tiét TSH va hoi chimg dé khang hormone
tuyén giap. Vi vay, tac gia dua ra luu do tiép
can chan doan nhu sau (xem hinh 1)
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Figure 4 Differential diagnosis of TSH-omas. a-GSU, a-glycoprotein hormone subunits; SHBG, sex-hormone binding globulin; TRH, thyroptroin
releasing hormone; TR, thyroid hormone receptor p.

Hinh 1: Luu db tiép can voi hoi chimg tang tiét TSH khong thich hop @

Tai liéu tham khao: Song Mingqiang va cs: “Ectopic TSH-secreting pituitary tumor: a case
report and review of prior cases” (2014)

Hai truong hop 1am sang d& khang hormone
tuyén giap dén véi chiing t6i trong hoan canh
bi chan doan nham véi hoi chimg cuong giap
do basedow va duoc diéu tri khang giap tong

hop moét thoi gian kha dai nhung khong cai
thién triéu chirng va khong co6 sy cai thién vé
ndng d hormone tuyén giap. Viéc chan doan
nham 14n gay anh huong dén tam 1y cua bénh
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nhan va ngudi nha, gay tri hodn nhiéu du dinh
cia bénh nhén trong tuong lai, do 1a chua
ké dén viéc diéu tri sai léch co thé dan dén
nhiéu hau qua khong ludng trude duoc. Trong
nhitng nim gan day, c6 khoang 12 truong hop
duoc ghi nhan tai Trung Quéc, ¢c6 tinh chat
gia dinh hodc tan phat va thuc té cho thay tai
Viét Nam, chua c6 truong hop nao dugc ghi
nhén trong y van.‘l’

Chinh vi nhting ly do néu trén, chiing
toi trinh bay hai truong hop 1am sang lién
quan dén hoi chung dé khang hormone
tuyén giap véi mong mudn hd trg cho
bac si lam sang biét bén canh nhitng bénh
ly tuyén giap co ban thuong gip nhu
Basedow, budu giap da nhan hoda doc,
viém giap, ... con c6 nhirng bénh 1y hiém
khac gap dac biét khi co6 su bat tuwong hop
gitta ndong d6 FT4 va TSH.

II. POI TUQNG - PHUONG PHAP
NGHIEN CUU

Ca lam sang 1:

Bénh sir: Bénh nhan nir 12 tudi nhap vién
vao thang 9 ndm 2018 vi hdi hop danh trong
nguc. Nam 2012, ba me nhan the"iy ¢6 bénh
nhan to dan. Nam 2015, bénh nhan khoéng
tang can thém. Nam 2017, bénh nhan cam
théy hdi hdp, danh tréng nguc, mét nhiéu
nén nhap vién Nhi Dong I vao thang 6/2017.
Tai thoi diém 2017, cac xét nghiém sinh hoa
cua bénh nhan la: TSH: 5,77 mIU/l (0,35-
4,94), fT4: 41,83 pmol/L (9-19), TRAD: 3,09
(<=1,22 TU/L). Bénh nhan dugc chan doan
cuong giap va bat dau dugc diéu tri Thyrozol
5 mg/ngay. Cac xét nghiém chirc ning tuyén
giap cua bénh nhan trong thoi gian theo doi
tai bénh vién nhi hang 1 c6 khoa noi tiét nhu
sau (xem bang 1):

Bdng 1: Xét nghiém chirc ndng tuyén gidp va ché dé diéu tri theo thoi gian

Thoi gian 26/6/2017 24/7/2017 21/8/2017 16/10/2017
FT4 (pmol/L) 41,83 28,70 21,24 20,47
TSH (mIU/L) 5,77 16,33 >100 133.,5

biéu trj Methimazol Methimazol Methimazol Methimazol
5 mg/ng 5 mg/ng 3,75 mg/ng 5 mg/ng

Sau 4 thang diéu tri tai bénh vién nhi hang 1 c6 khoa noi tiét, bénh nhan khong giam hoi
hop danh trong nguc, bénh nhan khong ting can du dn udng day du. Nhan xét vé xét nghiém
chimg ning tuyén giap ghi nhan ndng do FT4 giam dan theo thoi gian do tac dung cua khang
gidp tong hop tic ché qua trinh tong hop hormone tuyén giap. Tuy nhién, ndng d6 TSH thay vi
tré vé gidi han binh thuong lai ting cao bat thuong qua mdi thang.

Bénh nhan tu ngung thudc trong khoang thoi gian tir thang 11 nim 2017 dén thang 2 nam
2018.Tir thang 3 ndm 2018, bénh nhéan hoi hop danh tréng nguc nhiéu hon trude nén dén kham
tai bénh vién Nguyén Tri Phuong, bénh nhan dugc chan doan cuong giap. Két qua xét nghiém
vé chirc nang tuyén giap va ché do diéu tri cia bénh nhan nhu sau (xem bang 2):

Bang 2: Xét nghiém chirc nang tuyén giap va ché d¢ didu tri theo thoi gian

Thoi gian 19/3/2018 | 26/3/2018 | 24/4/2018 | 11/5/2018 | 8/6/2018 | 3/8/2018
FT4 (pmol/L) 34,25 32,89 27,9 24,87 19,3 17,96
TSH (mIU/L) 4,029 9,83 5,07 14,68 46,68 69,25

biéu tri Thiamazol |Thiamazol| Thiamazol | Thiamazol | Thiamazol | Thiamazol
5 mg/ngay | 7,5 mg/ng | 7,5 mg/ng | 10 mg/ng | 5Smg/ng | 2,5 mg/ng

Bisoprolol Propanolol | Propanolol

2,5 mg/ngay 20 mg/ng | 30 mg/ng
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Sau 6 thang diéu tri tai bénh vién nay, bénh
nhan ciing khong giam hdi hop danh tréng
nguc, khong tang can. Nhan xét vé két qua
xét nghiém chirc nang tuyén glap cho thay
néng do FT4 giam dan qua moi thang do
hleu qua trc ché qua trinh tong h0’p hormone
tuyén glap cua khang giap tong hop. Tuy
nhién, nong d6 TSH thay vi nam trong g101
han binh thuong lai ¢6 xu huéng ting cao bat
thuong theo thoi gian.

Tién cin:

Bénh nhan chua c6 kinh nguyét.

Trong gia dinh, me khéng c6 tién cin phat
hién budu giap, cha ctia bénh nhan khong tién
can phat hién budu giap.

Kham lam sang:

Bénh nhan tinh, tiép xtic tot, mach 150 1an/
phut, huyét ap 100/60 mmHg, nhip tho 20 lan/
phut, khong sdt. Chiéu cao 147 cm, cén nang
27 kg, kham ghi nhan da bénh nhan 4m, am,
tuyén giap to lan toa, mat do chéc, khong nhan
giap, khong am thoi tai tuyen giap, khong 10i
mat, khong ghi nhan dau hiéu plummer nail,
khong ghi nhan diu hiéu phu niém trudc
xuong chay. Kham thi truong chua ghi nhan
bat thuong, phan d Tanner do I (BI-PI).

Xét nghiém cén lam sang:

Chtre nang tuyén giap (thang 9 nam 2018)

FT4: 30,74 pmol/L (9-19), TSH: 7,72
mlU/L (0,35-4,94), TRAb: <0,3 IU/L (<1,22)

Chung toi nhan thidy néng d6 FT4 va
ndng d6 TSH déu cung ting, khong phu
hop voi héi chung cuong gidp do bénh Iy
tai tuyén giap. Xét nghiém TRAD ciing gitp
loai trir Basedow 1a mot bénh 1y tuyén giap
thuong gap.

Siéu am tuyén giap:

Thuy phai kich thudc 28x19x52 mm,

khong c6 nhén tai thuy phai tuyén giap

Thuy trai kich thudc 21x16x50 mm, khong
c6 nhan tai thuy trai tuyén giap

Eo giap kich thudc 6 mm

Siéu am tuyén gidp cling chirc ning tuyén
giap khong phu hop gitp loai nguyén nhan
cuong giap do budu giap da nhan hodc nhan
ddc giap

Tong két cac tridu chimg 1am sang va xu
hudng thay doi xét nghiém chirc nang tuyén
giap tai cac bénh vién trén, chung toéi nghi
nhiéu bénh nhan c6 hoi ching tang tiét TSH
khong thich hop bao gdm ba nhom nguyén
nhan sau: u tuyén yén tiét TSH, u tiét TSH
lac chd hodc hoi chung dé khang hormone
tuyén giap. Theo tac gia Minhgiuang, khi tiép
can voi tinh  trang bénh nhu trén, chung ta can
thuc hién tlep cong huorng tir so ndo tuyén yén
de dinh vi khdi u tuyén yén. Vi véy, chiing t6i
tién hanh cong hudng tir so ndo tuyén yén va
két qua nhu sau: ghi nhan kich thudc tuyén
yén 13x7x8 mm, khong c6 khdi u tai tuyén
yén. Sau khi loai trir dwgc u tuyén yén tiét
TSH, chung t6i tién hanh thyuc hién chup ct
16p vi tinh ving ham mat nham dinh vi u lac
chd tiét TSH. U lac chd tiét TSH 1a bénh 1y
cuc ky hiém gip, tinh dén nam 2014 chi méi
c6 5 truong hop u lac chd tiét TSH duge bao
céo trén thé gioi va tat ca 5 truong hop déu
dinh vi dugc khdi u ¢ ving miii hau.4 Két
qua chup cit 16p vi tinh cho thdy chwa ghi
nhan c6 khéi u tai ving ham mit. Theo luu
dd chan doan (hinh 1) va dya vao hién trang
thuc té tai Viét Nam, dé chan doan phan biét
giita u lac chd tiét TSH va hoi chimg dé khang
hormone tuyén giap, chiing t6i tién hanh thém
nghiém phap tc ché TSH bang octreotide va
ghi nhan két qua nhu sau (xem bang 3):

Bang 3: Két qud nghiém phap irc ché TSH bang tiém dudi da Octreotide

Thoi gian TSH (0.35-4.94 mIU/L) FT4 (9-19 pmol/L)
0 min 4,5493 36,42
30 mins 3,3664 35,09
60 mins 2,7492 37,49
90 mins 2,5048 38,79
120 mins 2,2273 35,21
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V6i nghiém phéap e ché TSH bang tiém
dudi da octreotide 0,1 mg, ghi nhan ndong
d6 TSH giam dan theo thoi gian, ching t6
ndéng do TSH cua bénh nhan bi e ché bai
octreotide ti€ém dudi da.

Hau hét nhiing t& bao u tiét TSH déu c6
thu thé somatostatin nhay v6i somatostatin va
chét twong tu somatostatin. Vi vay, néu bénh
nhan c¢6 khdi u tiét TSH, ndng d6 FT3 va FT4
s& giam xudng dang ké khi bénh nhan duoc
tiém octreotide. Nguoc lai, néng do FT3,FT4
s& khong giam ¢ hoi chig dé khang hormone
tuyén giap.® Chung t6i nhan thiy ndng do
FT4 & bénh nhan khong giam theo thoi gian.

Qua két qua tir chup cit 16p vi tinh
ving ham mit va nghiém phap c ché bing

octreotide, ching t61 nghi ngd bénh nhan co
hoi chimg dé khang hormone tuyén giap.

Ca lam sang 2:

Bénh sii:

Bénh nhan nit 26 tudi lan dau dén kham tai
bénh vién hang 1 c6 khoa ndi tiét mién Béc vao
nam 2017 vi sut can 4 kg, hdi hop danh trong
nguc. Sau diéu tri 1 ndm, van khong cai thién
triéu chimg nén dén kham tai bénh vién Trung
Uong mién Béc c¢6 khoa noi tiét vao thang 5
nam 2018. Tai thoi diém nay, xét nghiém sinh
hoéa ctia bénh nhan la FT4: 24,22 pmol/L (9-19),
TSH: 3,68 mIU/L (0,35-4,94), bénh nhan dugc
chan doéan: Basedow va bat dau duoc diéu tri
khang giap tong hop. Céc xét nghiém sinh hoa
va ché d6 didu tri nhu sau (xem bang 4):

Bdng 4: Xét nghiém chirc ndng tuyén gidp va ché dé diéu tri theo thoi gian

Thoi gian | 16/05/2018 | 14/06/2018 | 15/7/2018 | 19/08/2018 | 5/12/2018 | 21/1/2019
FT4 24,22 21,52 35,05 31,52 24,94 29,44
(pmol/L)
TSH 3,68 0,78 4,25 3,10 4,71 6,03
(mIU/L)
Didu tri PTU PTU PTU PTU Thyrozol |Thyrozol 10
100 mg/ng | 50 mg/ng | 37,5 mg/ng | 50 mg/ng | 10 mg/ng mg/ng
Bisoprolol | Bisoprolol | Bisoprolol | Bisoprolol | Bisoprolol | Bisoprolol
2,5mg/mng | Smg/mg | 2,5mg/mng | 2.5mg/ng | 2,5 mg/ng | 2,5 mg/ng

Bénh nhan giam hoi hop danh trong nguc, ting 2 kg sau khi diéu tri tai bénh vién Trung wong.

Chiing t6i nhan thdy ndng d6 FT4 dao dong va kho kiém soat hon nong d6 FT4 do nhimng
nguyén nhan cudng giap khac thudng gap. Mat khac, ¢6 su bat tuong xtmg giita ndng d6 TSH va
FT4 trong sudt qua trinh theo dai. Bénh nhan dwoc bénh vién Trung Uong yéu cau thang 2/2019 s&
nhap vién dé khéo sat lai tinh trang bénh . Tuy nhién, bénh nhan ty y ngung tai kham, van tu mua
thude ubng vao thang 2, thang 3. Tir thang 4/2019 dén thang 6/2019 bénh nhan nam tién dén kham
tai hai bénh vién hang 1 c6 khoa noi tiét & mién Nam dé khao sat lai tir d4u tinh trang bénh.

Céc xét nghiém sinh hoéa va hinh anh hoc tai cac bénh vién nhu sau (xem bang 5):

Bdng 5: Xét nghiém chirc nang tuyén giap va ché dg diéu tri theo thoi gian

lkhac :
2 thuy, khong hach co

Thoi gian 17/04/2019 30/05/2019 (sau khi ngung thudc 1 thang)
FT4 (pg/mL) 16,18 28,1
TSH (mIU/L) 17,62 1,97
Xét  nghiémSi€u am: echo day, khong ghi nhan TRAD: 0,464 TU/L

nhan giap, ting sinh mach mau tai

Két luan: Phinh giap don thuan

(Positive: > 1.7)
TPOAD: 3,48 IU/mL (<30)
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Thang 6 nam 2019, bénh nhan nhap vién
va ngimg diéu tri tai thoi diém nay. Cac xét
nghiém sinh hoa, hinh anh hoc tai bénh vién
nhu sau:

FT4: 2,69 ng/dL (0,71-1,85), TSH: 2.06
mlIU/L (0,27-4,78). Estradiol: 31.8 pg/mL
(12,5 — 650), ACTH: 9,64 pg/mL (7,2-63,3),
prolactin: 56.6 ng/mL (6-30), IGF-1: 128 ng/
mL (100-350), serum sex hormone binding
globulin — SHBG : 60.21 nmol/L (27,8 — 146)

Chup cong huong tir so ndo: Tuyén yén
kich thudc 7x8x12 mm, khong thdy ton
thuong choan chd trong tuyén yén, cubng
tuyén yén binh thuong.

Bénh nhan dén kham bénh vién Nguyén
Tri Phuong vao thang 7 nam 2019 vi thinh
thoang con hoi hop danh trong nguc khi lam
viéc hoac géng stre, khong sut can thém. Bénh
nhan dy dinh s& c6 thai sau khi diéu tri 6n
bénh. Bénh nhan khong c6 céc triéu chung
khac nhu nhin mo, dau dau, chay sita, rdi
loan kinh nguyét, non 6i, chan an, chong mat,
nghet miii, chdy mau mii, u tai

Tién ciin:

Kinh nguyét déu, PARA: 0000, bénh nhan
mong mudn c6 thai, 1ap gia dinh dugc 2 nim

Trong gia dinh chua phat hién thay budu
giap hay co triu chung twong tu

Kham lam sang va xét nghiém cin lam
sang:

Bénh nhan tinh, tiép xtc tbt, mach 90 1an/
phut, Huyét ap: 120/70 mmHg, budu giap to
lan téa do6 1B, mat do chic, khong am thdi
tai tuyén giap, khong 16i mat, Plummer nail
(-), ddu hiéu phu niém trudc xwong chay (-),
Tanner V (P:V, B:V), khong khiém khuyét thi
truong hay giam thi lyc.

Sau khi téng két lai toan bd triéu chiing
lam sang, xét nghi€ém can lam sang, hinh
anh hoc tir bénh vién Trung Uong c6 khoa
noi tiét va cac bénh vién hang 1 c6 khoa
noi tiét, chung to6i nhan thiy day la hoi
chtng ting tiét TSH khong thich hop. Hoi

chung tang tiét TSH khong thich hgp gém
c6 ba nhom bénh 1y sau: u tuyén yén tiét
TSH, u lac chd tiét TSH va hoi chung dé
khang hormone tuyén giap. Theo Hiép Hoi
Tuyén Giap Chau Au, bénh nhan co u tiét
TSH thuong dic trung boi sy gia ting ndng
do FT3, FT4 trong mau vi vay bénh nhan
thuong c¢6 hoi chirng cuong giap ro va kéo
dai néu chua diéu tri dugc u.3 Bénh nhén
sut 4 kg va hoi hop danh tréng nguc tai thoi
diém moi dén kham tai bénh vién hang 1
phia Bic, cac triéu chung c6 cai thién sau
diéu tri tai bénh vién Trung Uong phia Bic.
Tuy nhién, trong 2 thang ngung thudc dé
chan doan xac dinh lai bénh, bénh nhan lai
khong con triéu chiing nira. Mit khac, phan
16n u tiét TSH ¢6 ban chit adenoma 16n va
xam l4n, hau hét c6 hiéu tng choan chd (vi
du: khiém khuyét thi truong, giam thi luc,
dau dau, suy tuyén yén).6 Truong hop cua
chting toi khong c6 nhitng biéu hién trén két
hop v6i két qua cong hudng tir khong ghi
nhén u tuyén yén nén ching t6i loai trir duoc
u tuyén yén tiét TSH. Pdi voi u tiét TSH
lac chd va hoi chung dé khang hormone
tuyén giap, c6 nhiéu budc tiép can dé chan
doan phan biét gitta hai nguyén nhén nay.
Theo Mingqiang trong sé 5 trudng hop u
tiét TSH lac chd tai ving mili hau dugc bao
céo trén thé gidi, tat ca cac khéi u déu co
kich thudc 16n du gy triéu chirng miii hau
va théy dugc hinh anh hoc trén chup cit
16p vi tinh. Bénh nhan cua chiing t6i khong
c6 biéu hién triéu ching ving miii hdu nén
chiing toi quyét dinh khong chup cét 16p vi
tinh vung ham mat.

Ddi véi cac xét nghiém khac, tai Viét Nam
khong do dugc nong do alpha — GSH, alpha
— GSH/TSH. Tuy nhién, bénh nhan da dugc
lam xét nghiém SHBG ghi nhan ndng d6 binh
thuong, nghiém phap kich thich bang TRH
khong thé thuc hién dugc vi khong c6 TRH
tai Viét Nam. V& nghiém phap tc ché bang
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Octreotide do bénh nhan khéng muén nhap
vién lam nghiém phap nén chung t6i khong
thé thue hién dugc.

Van dé y dire: Nghién ctru da duoc
chap thuan boi Hoi dong Pao dic trong
nghién ctru y sinh hoc bénh vién Nguyén Tri
Phuong theo chimg nhén chap thuan sé 137/
NTP-CDT ngay 04/02/2021

III. KET QUA:

DPbi v6i truong hop 1am sang dau tién,
ching t6i tién hanh ldy miu mau cia bénh
nhan va giai trinh ty DNA va phéan tich toan
b cac exon ma hda va vung intron lan can
gen THRB va phat hién dot bién di hop tir
c.938T>C (p.Met313Thr) trén exon 10 cua
gen THRB.

Vi hoi chimg dé khang hormone tuyén
giap di truyén trdi, c6 tinh chat gia dinh
hodc tan phat nén chung t6i liy méau cua
cha bénh nhan dé giai trinh tw DNA déu ghi
nhén c6 dot bién gen THRB va hién cha cia
bénh nhan ciing dang c6 biéu hién twong
tu v6i: run tay, thé trang gay, nong do FT4
tang va TSH trong gidi han binh thuong.
Vé diéu tri tir lac phat hién bénh dén nay,
chung toi chi diéu tri bénh nhan véi e ché
beta dé giam cac triéu ching ngoai bién do
hormone tuyén gidp gy ra. Sau gan 1 nim
diéu tri hién bénh nhan di ting duoc 8 kg va
khong con hdi hop danh trong nguc, khoe
hon luc trudce.

DPbi v6i truong hop 1am sang thu hai,
ching t6i tién hanh ldy miu mau cia bénh
nhan dé giai trinh tw DNA va phan tich toan
bd cac exon ma hoa va vung intron lan cén
gen THRB, ghi nhan c6 dot bién di hop tir
c.1348C > G (L450V) trén exon 11 cua gen
THRB.

V& diéu trj tir lc phat hién bénh dén nay,
ching t6i chi diéu tri bénh nhan véi e ché
beta khong chon loc dé giam céc triéu ching
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ngoai bién do hormone tuyén giap gay ra. Sau
gan 1 thang diéu tri hién bénh nhan da khong
con hoi hop danh tréng nguc, khoe hon luc
trude. Bénh nhan da cé thai dugc 2 thang va
d3 dugc ngung diéu tri tre ché beta tir khi phat
hién c6 thai

IV. BAN LUAN NGHIEN CU'U:

Theo Paolo Beck-Peccoz va Krishna K.
Chatterjee, phan I16n nhing bénh nhan c6
hoi chimg dé khang hormone tuyén giap dén
kham tai trung tdm y té vi tinh co phat hién
thiy budu giap hodc budu giap tai phat sau
phau thuat cit bo tuyén giap hodc sau diéu tri
bang I, Tré em thuong dén kham vi cham
tang truong voi tudi xwong nho hon so véi
tudi that cua tré, goi y tinh trang giam dap
{rmg ctia m6 syn tang truong ddi véi hormone
tuyén giap. Truong hop 1am sang thir nhét cta
ching t6i dén kham vi hoi hop danh tréng
nguc va sut ky trong khi d6 truong hop lam
sang thir hai ltc dau dén kham bénh vién tinh
vi hoi hop va sut ky nhung sau khi nging
diéu tri vai thang dé dén kham véi ching toi
thi nhitng triéu ching trudc day lai khong
con. Ca hai truong hop déu kham thdy budu
giap nhung do lai khong phai 1a 1y do nhap
vién chinh cta hai bénh nhan tai thoi diém
dén kham véi chang t6i nhu trong y van. Vé
triéu chung 1am sang, ¢ ca hai nhom tré em va
ngudi 16n déu c6 biéu hién 1am sang khong
dic hidu véi lo 4u va yéu mét 1a nhitng biéu
hién chiém wu thé. Bénh nhan c6 thé ¢6 héi
chung cuong giap (sut can, hdi hop danh trong
nguc, run, khong chiu dugc néng, mét ngu, co
hanh vi kich dong) v6i chan doan PTHR. Tuy
nhién, y van trén thé gi6i cho thiy nhiing triéu
ching nhu hdi hop danh trdng nguc, réi loan
cam xuc, hanh vi kich dong c6 thé xuat hién
6 nhitng bénh nhan GTHR, goi y su trung lap
¢6 y nghia vé triéu chimg giira hai thé bénh
nay (xem bang 6)
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Bdng 6: Pdc diém lam sang giita hai thé GTHR va PTHR (5

GRTH PRTH
Fearure (mn=312) (n=72)
Age (years) 0.1-75 1.3—80
Sex (F/M) 161/151 46/26
Previous thyroid ablation 45% 69%
Goiter O95% 96%
Tachycardia T5% 94%
Emotional disturbances 60% B4%
Hyperkinetic behavior 68% B8%

adata from the literature and our unpublished cases.

Tai liéu tham khao: Beck-Peccoz P va cs.”2013 European thyroid association guidelines for
the diagnosis and treatment of thyrotropin-secreting pituitary tumors”

Theo Paolo Beck-Peccoz va Krishna K.
Chatterje, sy thay d6i vé triéu chimg 1am
sang theo thoi gian 1a yéu t6 giy nhidu
trong phan loai hoi chimg d& khang hormone
tai tuyén giap.

Téac gia dan ching hai truong hop bénh
nhan c6 hoi chung cudng gidp rd tai thoi
diém dén kham va dugc phan loai PRTH. Hai
truong hop nay duoc theo doi trong 18 thang
va duge diéu tri gia dugc.

Tuy nhién, nhip tim va can nang cua bénh
nhan lai dao dong va hau nhu quay tro vé gidi
han binh thuong du khong duoc diéu tri dic
hiéu. Bénh nhan tir biéu hién cuong giap tré
nén binh giap. Hai chi s6 phan anh tic dong
ctia hormone tuyén giap ngoai bién bao gdm
thoi gian tam thu va ndng d6 SHBG ciing dao
dong trong 18 thang theo ddi va gan nhu quay
vé gi6i han binh thuong du ndng d6 FT4, FT3
khong thay ddi co y nghia. Nhimng dic diém
trén cho thay rat khé dé chan doan phan biét
giita hai thé GTHR va PTHR trong héi chimg
dé khang hormone tuyén giap néu chi dwa don
thudn vao tridu chig 1am sang.

Truong hop lam sang thir hai cua chung
t6i ciing c6 biéu hién kha twong tu véi truong
hop cua tic gia, bénh nhan luc dau co biéu
hién hdi hop danh tréng ngue va sut ky. Sau
khi theo doi mot thoi gian va trong 2 thang
bénh nhan ngimg diéu tri, cic triéu chimg

cua bénh nhan hau nhu khong con Xuét hién,
ndng d6 SHBG trong giai doan nay hoan toan
binh thuong tuy ndng do FT4 van ting, diéu
nay thuc su gay kho khan cho ching t6i trong
phan loai day 1a thé PTHR hay GTHR.

Vi vay, khéng nén dya vao tri¢u ching
lam sang tai thoi diém nhap vién dé phan loai
thé trong hoi chimg dé khang hormone tuyén
giap, can phai c6 thoi gian theo ddi sy dao
dong cua cac triéu chung cling nhu mot sb
chi s6 phan anh tac dong hormone tuyén giap
ngoai bién.

Diéu nay kha phu hop véi tac gia NKA
Grawal trong co ché bénh sinh cua hoi chimg
dé khang hormone tuyén giap, sy phan biét
giita cac thé thuong khong 16 rang do co su
thay d6i khac nhau vé muc do dé& khang tai
tuyén yén va mo ngoai bién trén cung mot ca
thé37.

V. KET LUAN:

Hoi chimg d¢ khang hormone tuyén giap
1a bénh 1y hiém gip trén thé giGi va hai truong
hop 1am sang néu trén 1a hai truong hop dugc
phat hién lan dau tién tai Viét Nam. Ca hai
truong hop déu c6 biéu hién 1am sang va can
lam sang gdy nham lan véi bénh Basedow,
von 1a mot trong nhitng bénh 1y tuyén giap
thuong gap.

Viéc chan doan nham lin anh hudng
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dén chét lugng cudc séng, tam 1y cling nhu
nhiéu dy dinh cta bénh nhan trong tuong
lai. Vi vy, ching t6i kién nghi khi tiép can
v6i bénh nhan c6 biéu hién 1am sang cuong
giap khong dic hiéu, co6 ndong do TSH bién
thién khong twong hop voi nong do FT4,
nén nghi dén hoi chung ting tiét TSH khong
thich hop trong d6 c¢é hoi chimg dé khang
hormone tuyén giap.

Vi day la bénh 1y di truyén kiéu trdi va hau
nhu c6 tinh chat gia dinh nén chung toi kién
nghi khi phat hién ra héi chimg nay, chung
ta nén tdm soat cho nhimg thanh vién truc
hé trong gia dinh bénh nhan dé dé xuat ra ké
hoach tu van di truyén phtt hop cho ca bénh
nhan va gia dinh.
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