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HOI CHING CHUYEN HOA O’ BENH NHAN TANG
SAN THUQO'NG THAN BAM SINH THIEU 21-a HYDROXYLASE

TOM TAT

Héi chimg chuyén héa (HCCH) 1a mdt nhém céc
yéu t6 nguy cd gay bién ¢ tim mach va tang ty 1€ t&r
vong & ngudi trudng thanh cling nhu tré em. Nhiéu
bang chu’ng cho thay bénh nhan tang san terdng
than bam sinh thiéu 21-a hydroxylase (TSTTBS thiéu
21-OH) c6 nhleu yéu t6 dan dén mac hoi ching
chuyén hda va téng nguy cd mac bién cd tim mach.
Muc tiéu: Xac dinh ty Ié méc héi chimg chuyén héa
va mo ta déc diém cta hdi chiing chuyén hoéa & bénh
nhan TSTTBS thiéu 21-OH. P&i tugng nghlen cuu:
52 bénh nhéan TSTTBS thi€u 21-OH tur 10 tudi tra 1én
dugc chan doan va diéu tri tai bénh vién Nhi Trung
udng. Thdi gian nghién cuu tir thang 9/2019 dén
thang 8/2020. Phu'ong phap nghién cilru: nghién
cliu cdt ngang mot loat ca bénh. Két qua: Ty |1é mac
HCCH & bénh nhan TSTTBS thi€u 21-OH la 15,4%
(8/52), tdt ca bénh nhan cd tinh trang tang vong bung
va tang triglycerid, 7/8 (87,5%) bénh nhan cd tinh
trang khéng insulin va thua can, béo phi, 50% bénh
nhan co rGi loan glucose mau, chi hai benh nhan tang
huyet ap. 5/8 (62 5%) benh nhan méac hoi cerng
chuyén hda cé kiém soét benh kém. Ket luan: Hoi
chirng chuyén hoa la mot vén dé mdi can quan tam &
bé&nh nhan tdng san thugng than bam sinh thiéu 21-a
hydroxylase.

Td’ khoa: Hoi chiing chuyén hda, tdng san thugng
than bam sinh

SUMMARY
METABOLIC SYNDROME IN PATIENTS WITH
CONGENITAL ADRENAL HYPERPLASIA DUE TO
21-a HYDROXYLASE DEFICIENCY

A metabolic syndrome (MetS) is a group of risk
factors for cardiovascular risks and increased mortality
in adults and children. Evidence shows that patients
with congenital adrenal hyperplasia due to 21-a
hydroxylase deficiency (CAH) have many factors
leading to metabolic syndrome and an increased risk
of cardiovascular risks. Objectives: to determine the
incidence and characterize the metabolic syndrome in
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the population of congenital adrenal hyperplasia with
21- a hydroxylase deficiency. Subjects: 52 patients
with CAH aged 10 years and older were diagnosed,
managed and followed up at Viet Nam National
Children’s Hospital. From July 2019 to August 2020.
Methods: A cross-sectional description. Results: The
incidence of metabolic syndrome in patients with
congenital adrenal hyperplasia due to 21-a
hydroxylase deficiency was 15.4% (8/52), all patients
with increased waist circumference and
hypertriglyceridemia, 7/8 (87.5%) patients with insulin
resistance and overweight, obesity, half of the
patients have impaired blood glucose, only two
patients with hypertension. 5/8 (62.5%) of patients
with metabolic syndrome have poor control.
Conclusions: Metabolic syndrome is a new problem
in patients with congenital adrenal hyperplasia due to
21-a hydroxylase deficiency.

Keywords: metabolic
adrenal hyperplasia

I. DAT VAN DE

Tang san thugng than bam sinh (TS'I'I'BS) la
mdt nhdm cac bénh di truyén I3n nhiém sic thé
thudng, dic trung bai thiéu hut téng hop cortisol
vo thugng than do khiém khuyét mot trong cac
enzyme tham gia quéd trinh téng hdp steroid
thugng than. TSTTBS thi€u 21-a hydroxylase
(21-OH) do dét bién gen CYP21A2 la phé bién
nhat, chiém ty |é 90-95% [1]. Thiéu 21-OH dan
dén gidm san xuat cortisol, aldosterone va gia
tang cac tién chat steroid trch'ic vi tri enzyme bi
thi€u. Giam cortisol kich thich thl‘Jy trudc tuyén
yén tdng bai tiét hormone hudng vo thugng than
(adrenocorticotropic hormome —ACTH) dan dén
tang kich thudc tuyén thugng than va tang san
xuat androgen. Hau qua cua thi€u hut 21-OH la
can suy thugng than, bat thudng sinh duc gay
nam hoa & tré gai, vo kinh, v0 sinh & nir, day thi
s6m gia 6 nam. Su ra ddi cla liéu phap hormone
thay thé (hydrocortisone va qudrocortisone) da
gilp cai thién ty lé tlr vong va tinh trang bénh.
Tuy nhién, bd sung hormone phu hgp nhip sinh
hoc va nhu cau cla tiing ca thé van la mot thach
thic I6n. Su két hgp cla thira hodc thi€u
cortisol, thira hodc thi€u androgen, va suy giam

syndrome, congenital
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chirc nang tdy thugng than do bénh va qua trinh
diéu tri co thé 1am xut hién cac yéu t8 nguy co
tim mach nhu béo phi, tdng huyét ap, r6i loan
lipid, khdng insulin va héi chi’ng chuyén hoa.
biéu nay da dugc mot vai nghién clru gan day
trén thé gidi bao cdo [2] [3] [4]. O Viét Nam,
TSTTBS thi€u 21-OH da dudc nghién ctu trén
nhiéu khia canh nhu chan doan, két qua diéu tri,
di truyén phan t, chat lugng s6ng cla bénh
nhan, nhung chua cé nghién clfu nao bao céo vé
héi ch’ng chuyén hda & nhitng bénh nhan nay.
Nham nang cao chéat lugng chan doan va diéu tri
cho bénh nhan thi€u 21-OH, nghién c(fu nay
dugc thuc hién véi muc tiéu: mo ta dic diém
cta hdi chiing chuyén hda & bénh nhan TSTTBS
thiéu 21-OH.

Il. DOI TUONG VA PHU'O'NG PHAP NGHIEN CU'U
2.1.D0i tugng nghién ciru

Tiéu chuan lva chon: T4t ca cac bénh nhan
TSTTBS thiéu 21-OH dugc chan doan va diéu tri
tai Khoa Noi tiét — Chuyén hda — Di truyén, Bénh
vién Nhi Trung udng, tir 10 tudi trd I1én (7/2019
dén hét thang 8/2020), dong y tham gia nghién
clu. Bénh nhadn cd héi chiing chuyén hda
(HCCH) dudc xac dinh theo tiéu chudn cla IDF
(International Diabetes Federation - Lién doan
dai thao dudng thé gidi) cho tré em tir 10-15
tudi va tir 16 tudi trd 1én bao goém tiéu chudn
béo trung tdm (1) va 2/4 tiéu chuan tir (2)- (5).

(1)Téng vong eo: 10 -15 tudi: > 90" bach
phan vi.

> 16 tudi: Nam > 90 cm, Nt =80 cm

(2)Tang Triglycerid: = 1,7 mmol/I.

(3)Giam HDL: 10- 15 tudi: < 1,03 mmol/I.

> 16 tubi: Nam <1,03 mmol/l, N& < 1,29 mmol/I

(4)Tang huyét ap: huyét ap tém thu >
130mmHg va/hoac huyét ap tam truong =
85mmHg.

(5)Tang glucose mau lic doi: = 5,6 mmol/l
hoac dang diéu tri dai thao dudng tip 2.

Tiéu chuan loai trir: Bénh nhan thiéu 21-
OH khong day du xét nghiém, gia dinh va bénh
nhan khong chap nhan tham gia nghién clru

2.2.Phucng phap nghién ciru

Thiét ké nghién ciru: Nghién ciru mo ta
loat ca bénh.

Cac chi s6, bién sé nghién ciru: Tudi, gidi,
thé& bénh, liéu hydrocortisone, biéu hién Cushing,
cudng androgen, bo thudc, chiéu cao, can nang,
s6 do huyét ap 2 lan, holter huyét ap 24h khi
nghi ngG tdng huyét ap, BMI (Body Mass Index —
chi s6 khéi cd thé) = can ndng/chiéu cao/chiéu
cao, BMI Z-score: chi s§ khéi so véi chuén,

glucose lGc doi, insulin, glucose 2h sau lam
nghiém phap dung nap glucose huyét néu nghi
ngd r6i loan glucose mau, HbA1C, HDL-C,
Triglycerid, Chi s6 khang insulin - HOMA IR
(Homeostatic Model Assessment for Insulin
Resistance) = Insulin(mIU/L) *glucose(mmol/l)
mau déi/22,5.

Cac tiéu chudn sir dung:

e HOi chi’ng chuyén hda dudc xac dinh theo
titu chudn cia IDF (International Diabetes
Federation) trong dé nguGng tham chi€u s6 do
vong eo dugc xac dinh theo vong eo tré em
Trung QuGc cla Peige Song (2016).

e Chan doan thira cdn béo phi theo BMI so
sanh vdi gid tri tham chiéu clia T6 chic Y t€ Thé
giGi cho tré tur 2-20 tudi: gay (dudi 5 bach phan
vi), binh thugng (t&r 5 bach phan vi dén 85 bach
phan vi), thira can (tir 85 bach phan vi dén dudi
95 bach phan vi), béo phi (tlr 95 bach phéan vi
tra 1én). Ngudi trudng thanh: gay (< 18,5), binh
thudng (18,5 — 25), thira can (25- 30), béo phi
(= 30).

e Khang insulin khi chi s6 HOMA IR > 3,16
theo tac gia Keskin (2005)

Phan tich va xur ly s6 liéu: Sir dung phan
mém phan tich SPSS 20.0 dé phan tich théng ké.
Thuat toan thong ké mo ta: tan so, ty 1€, trung
binh, trung vi, dd léch chudn, t& phan vi. So
sanh gilra hai ty 1& bang test Fisher, Chi quare,
so sanh trung binh bang T —test, néu p < 0,05
dugc coi la c6 y nghia thong ké.

Pao dirc nghién ciru: nghién cliru dugc cho
phép bgdi H6i dong Dao dirc bénh vién Nhi Trung
uagng chap thudn theo chiing nhan chdp thuan
s6 202/BVNTW-VNCSKTE ngay 26/02/2020.

Ill. KET QUA NGHIEN cU'U

3.1. Pic diém doéi tugng nghién ciru.
Trong thGi gian tir thang 7/2019 dén thang
8/2020, cé 52 bénh nhan TSTTBS thi€u 21-OH
du tiéu chuan tham gia nghién clu, trong do 27
(51,9%) bénh nhdn nam va 25 (48,1%) bénh
nhan ni, sy khac biét khong cé y nghia théng
k&. Th€ mat mudi (MM) chiém phé bién nhat
35/52 (67,3%);17/52 bénh nhan mic thé nam
hod don thuan (NHDT). Tudi trung binh 1a 13,29
+ 2,5 tuGi. Tudi chdn dodn bénh th€ MM c6
trung vi 1a 30 ngay tudi, thé NHDT la 5 tudi. Liéu
hydrocortisol trung binh clla nhdm nghién ctu la
20,1 + 5,4 mg/m2/ngay, BMI Zscore trung binh
la 0,56 + 1,17 cao hon so v6i quan thé chung
V@i p < 0,05.

3.2. Ty lé miac HCCH & bénh nhéan
TSTTBS thiéu 21-OH
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3.3. Péc diém cua HCCH & bénh nhan
TSTTBS thiéu 21- OH
Pac diém chung cia bénh nhan TSTTBS
thi€éu 21- OH mac HCCH: Trong s6 bénh nhan
mac héi ching chuyén hda, 5/8 bénh nhan Ia nit
) va 5/8 bénh nhan mac thé MM, liéu hydrocortisol
mCo trung binh 1 22,8 + 6,8 mg/m2/ngay, BMI
Zscore trung binh 13 1,40 + 0,72. Kiém soat kém
gdp & 5/8 (62,5%) bénh nhan vdi biéu hién
cudng androgen va da ting bo thudc, diéu tri
khdng déu. Khéng c6 bénh nhan nao cd biéu
hién hoi chirng Cushing (bang 1).
Pac di€ém cua hdi chirng chuyén héa: 8/8
Biéu db 1. Ty Ié méc HCCH & bénh nhén ~ b&nh nhan co tinh trang tang vong bung va tang
TSTTBS thiéu 21-OH trlglyceArlde,mau( 7‘/8 b,enh_ nha_n co tinh trang
Nh3n xét: 8/52 (15,4%) bénh nhan mic hoi thl,.ra can béo Phl va Ifhang |)nsu’I|n. Tang gluco§e
chiing chuyén hoa. mau o] 4£8,benr_1ﬁnh§n. Chi c6 2/8 bénh nhan
tang huyét ap (biéu do 2).

Giam HDL

Tang glucose mau
Tang huyét ap
Thira can béeo phi
Khang insulin
Tang triglyceride

Tang vong bung

(o] 1 2 3 a 5 (= 7 8 k=]

mMBN1 EBN2Z WmBN32 mEBNA mBNS mBNG BMNT BMNS

Biéu do 2. Phdn b6 bénh nhéan cé HCCH theo céc tiéu chiBang 1. Pac diém chung cua
bénh nhan TSTTBS mac HCCH

Liéu

N . | Tudi o Liéu - R .| Tién

Bénh | TuGi ~ ...| Thé | BMI . Florinef | Cuéng Cushi|_..; .

A u chan Gidi|, ~ WHR | hydrocortisol su bo

nhan [nam) doan bénh Zscore (mg/m2/ngay) (nl11%/é|‘1,1)2/ androgen| ng thudc
1 ~

BN1 | 18 nady Nir | MM | 1,17 |0,91 15,72 0,02 - - -
1 ~

BN2 | 15 hgdy Nir | MM | 2,07 |0,95 34,87 0,03 + - +
1,5 ~ ) )

BN3 | 13 thang Nor | MM | -0,24 |0,93 16,44 0,03 + +
7 ~

BN4 | 12 théng Nor | MM | 1,88 |0,94 26,04 0,02 + - +

BNS | 12 | < Nam|NHBT| 1,65 (0,87 29,68 - + A -
4

BN6 | 11 thang Nam| MM | 1,78 (0,94 18,83 0,02 - - -

BN7 | 10 | o [Nt [NHBT| 1,537 [089| 21,14 - + -

BNg | 10 | O Nam|NHBT| 1,55 [090| 19,94 - - -] -
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IV. BAN LUAN

Hoi chirng chuyén hda 1a mdt réi loan bao
goém mot nhdm cac yéu t6 nguy cc lam tdng mac
cac bién c6 tim mach bao gém: béo phi trung
tdm, tang huyét ap, r6i loan lipid mau, khang
insulin hay réi loan dung nap glucose mau. Tinh
trang nay thudng dugc dé cdp dén & ngudi
trudng thanh nhu la mét van dé quan trong can
dudc quan tdm hang dau. O tré em, hién chua
c6 s6 liéu thdng ké day du vé ty 1é mac HCCH &
tré em, tuy nhién cac nghién ctu chi ra ty Ié nay
cht yéu & tré béo phi. Tré em mac hdi chirng
chuyén hdéa cd nguy cd mac hdi ching chuyén
hda & ngudi trudng thanh va tdng nguy cd mac
bénh dai thao dudng, bénh mach vanh va tdng
ty 1& t&r vong. D4y la mdt vdn dé mdi ndi va
dugc nghién cru manh mé trong nhiéu ndm gan
day. Co ché& bénh sinh cta hdi chiing chuyén
héa dén nay van chua dugc hiéu biét day du,
tuy nhién cac dir liéu cho thady su tuong tac gilra
béo phi, khang insulin va cac yéu t6 viém ddng
vai trd quan trong trong su’ phat trién ctia né [5].

Gia thuyét vé su xudt hién hdi chliing chuyén
héa va bénh nhan TSTTBS théng qua tinh trang
béo phi, tang khéi lugng m&, khang insulin va
viém da dugc Charmandari (2006) dé cap dén
[6]. Ngudn gdc cho nhitng tinh trang nay c6 thé
tr su cuGng androgen, suy giam chc nang
tuyén thugng than, sinh duc hodc thira cortisol
[6]. Improda (2019) da tdng hgp rat nhiéu bang
chirng chirng minh bénh nhan TSTTBS cé tinh
trang thira can béo phi, tang khéi lugng mdg,
khang insulin va cac yéu t6 viém cao han so vdi
quan thé chung, cho thdy bénh nhan mac
TSTTBS c6 nhiéu yéu t6 khdi phat hoi ching
chuyén héa cling nhu bién cd tim mach [4]. Trén
thé& gidi, mot vai nghién cru dua ra ty 1€ mac hoi
chirc chuyén héa & bénh nhan TSTTBS véi con
sO it gap. Morera (2013) nghién clu trén 33
bénh nhan TSTTBS tudi trung binh 1a 11,943,6
tudi, litu hydrocortisol diéu tri 14,6+3,9
mg/m2/ngay, 30,3% bénh nhan c6 béo phi thay
ty 1& bénh nhan mdc hdi chiing chuyén hda la
12,1%, trong d6 tit cd mac thé mat mudi va
moét nlra la nir [2]. Ariyawatkul (2017) nghién
ctru trén 21 bénh nhan TSTTBS thiéu 21-OH cb
tudi trung binh & 15,2+5,8 tudi, liéu
hydrocortisol trung binh la 21,4+5,8 mg/m2/
ngay, 33% bénh nhan co béo phi thay ty I€ nay
chi la 2,1% [3]. Nghién cltu cta ching téi tién
hanh trén 52 bénh nhan TSTTBS c¢6 tudi trung
binh va liéu hydrocortisol tuong tu la 13,29+2,5
tudi va 20,1+5,4mg/m2/ngay, 17,3% bénh nhan
c6 béo phi, nhung nhan thdy ty 1€ mac hoi

ching chuyén hoéa cao hon 1a 15,4%, trong dé
5/8 trudng hop 1a nit va 5/8 mac thé MM. Tat ca
cac bénh nhan mac HCCH trong nghién clru cla
chidng t6i déu cd chi s6 WHR — chi danh gia
nguy cd mac HCCH va bénh ly mach vanh thudc
ngudng cao >0,85. Hau hét cac trudng hgp nay
déu co tinh trang khang insulin va thira can béo
phi. Chi c6 mot bénh nhan (BN3) khong thlra
can béo phi nhung c6 tinh trang khang insulin va
mot bénh nhan (BN5) cé tinh trang béo phi
nhung khdng cé khang insulin van mdac hoi
chirng chuyén hda. Mét diéu cling dang Iluu vy,
tré em trong giai doan ddy thi cé thé xuét hién
khang insulin thodng qua va hdi chlrng chuyén
hda cling co thé xuat hién trén nhitng ngudi gay
va binh thuong [5]. Thém vao dd, liéu
hydrocortison thay thé phu thudc vao nhu cau va
dap Ung cla tiing ca thé, mdc du tit ca cac
truéng hgp nay dudc diéu tri véi liéu tucng doi
cao (15,72 -34,87 mg/m2/ngay) nhung khong co
bénh nhan nao cd biéu hién hdi chiing Cushing
cla diéu tri qua liéu, trong khi 5/8 trudng hgp co
bi€u hién cudng androgen va cac bénh nhan nay
déu co tién sur bo thudc, diéu tri khdng déu. Viéc
ki€m soat diéu tri kém cob thé lién quan dén su
xudt hién hdi chiing chuyén héa & bénh nhéan
TSTTBS.

Nhu vay, su xudt hién HCCH & cac bénh nhan
nghién cltu cd thé ¢ su’ phdi hgp clia nhiéu yéu
t6 khac nhau. Moreira (2013) khi so sanh giifa
hai nhdm bénh nhan TSTTBS cd béo phi va
khéng béo phi quan sat thay ty Ié mac cac thanh
phan cta hdi chiing chuyén cao hon & nhém
bénh nhan béo phi. Thém vao dd, bénh nhan
TSTTBS béo phi cd xu hudng tang cholesterone
va giam HDL va tang triglycerid cao hon so vdi
nhém khong béo phi. Nghién clfu nay con chi ra
liéu glucocorticoid, thdi gian diéu tri lai khong co
lién quan dén tinh trang nay [2]. MOt nghién ciu
gan day cua Paizoni va cong sy (2019) vé anh
hudng cla cudng androgen va phdi nhiém
glucocorticoid dén cac nguy cd tim mach & bénh
nhan TSTTBS lai dua ra k&t ludn bénh nhan kiém
soat androgen kém cé lién quan dén tinh trang
khang insulin (HOMA IR) vdéi v&i p=0,046 va
tang BMI vGi p= 0,007, du vady, nghién ctu nay
lai dinh nghia viéc kiém soat bénh kém dua vao
xét nghiém hoda sinh androstenedione [7]. Banh
gid viéc kiém soat bénh bang cac xét nghiém
hda sinh tai mdt thdi diém 1a mét han ché vi phu
thudc vao thai gian ban thai clia chat do6 va dugc
dong hoc, thai gian ban thai clia thudc diéu tri.

Vé dic diém chuyén hda, tit ca cac bénh
nhan HCCH cua chung t6i déu co tinh trang tang
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vong bung va tdng triglycerid. Mot nlra bénh
nhan cé tinh trang giam HDL-C va tang glucose
mau, chi cé hai bénh nhan cé tang huyét ap.
Tinh trang béo trung tam, tang khdi lugng ma &
bénh nhan TSTTBS thi€u 21-OH cd thé la két
qua cla suy giam chlc nang tuyén thugng than
kéo dai, diéu nay da dugc chiing minh
catecholamines (adrenalin va noradrenaline) kich
thich su ly gidi mé md& thdy giam & nhitng bénh
nhan TSTTBS hon nhém binh thudng [6]. Mat
khac, su xuat hién tinh trang cudng insulin,
khang insulin cling phan anh tinh trang suy giam
ch'c nang tuyén thugng than kéo dai do
catecholamines (c ché sy bai tiét insulin qua
receptor B adrenergic. Insulin lai c6 tac dung lam
tdng tong hop glycogen tir glucose, gidm san
xuat glucose tir glycogen, tdng tdng hop lipid va
tich trir m&. Do dé khang insulin 6 gan lam tang
glucose mau, tang ly giai m& dan dén téng san
xuat triglyceride, acid béo tu do. Tang huyét ap
dugc cho la thir phat sau tang insulin mau théng
qua cd ché diéu hdoa ngugc tang hoat dong hé
than kinh giao cdm, gil natri than va phat trién
cd tron, mat tac dung cla insulin trén I8p noi
mac dé san xudt nitrit oxit — chat cd tac dung
gian mach [6]. Do dd, bénh nhan TSTTBS khong
dugc diéu tri, diéu tri mudn hoac klem soat
khéng tot lam tang thdi glan phdl nhiém véi
steroid san phdm trung gian cla qua trinh téng
hgp, dong thai giam chic nang cua tuy thugng
than sé dan dén su xuat hién mot loai cac yéu td
khai phat hdi chirng chuyén héa.

V. KET LUAN
Hoi chiing chuyén hda la mot van dé mdi can
dugc quan tam & bénh nhan tang san thugng

than bdm sinh thi€u 21-a hydroxylase. Nghién
cltu hdi chéing chuyén hod & bénh nhan TSTTBS
s& gilp hiéu rd hon tinh trang bénh bat kém
theo & cac bénh nhan TSTTBS, gilp du phong,
diéu tri s6m d€& phong cac bién chirng do HCCH
8 bénh nhan TSTTBS.
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khudn ndng, nguy cd ti vong cao, Muc dich nghién
cru danh gié két qua diéu tri phéu thuat AXTT tai
bénh vién Viét Ddc. POi tugng va phuaong phap
nghlen clru: Nghlen cltu tién cru két hgp hoi clu
cac trudng hgp chan doan AXTT do thing TQ dugc
diéu tri tai benh vién Viét Buc tir 1/2016 dén 3/2019,
bao gom cac trerng hdp tir vong. Chan dodn AXTT
theo tiéu chuan cUa Estrera (1983), SO liéu dugc xur ly
bing phan mém SPSS 20.0. Nghién cltu dugc thong
qua hoi dong khoa hoc cua bénh vién. Két qua:
Téng s6 40 ca, ty |1é nam: nir 4,7: 1; Tudi tr 36 dén
60 tudi chiém 60% Chan terdng 70%, bénh ly 30%.



