Tap chi Y Duoc hoc - Trdng Bai hoc Y Dwoc Hué - Tép 7, s6 6 - thdng 12/2017

NGHIEN CU’'U DAC PIEM LAM SANG
DAI THAO PUONG TYP LADA
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Tém tat

Muc tiéu: Xac dinh déc diém I4m sang cla dai thdo duwdng typ LADA & nhém bénh nhan dai thao duong
khong thira can va béo phi. Poi twgng va phwong phap nghién ciru: Nghién ctru cit ngang & 156 bénh nhan
d&i thao duong khéng thira can va béo phi. Dit liéu 1am sang d3 ghi nhan va mot mau mau duoc duoc ldy dé
do ty khang thé chéng lai glutamic acid decarboxylase (GADAb). K&t qua: C6 30 bénh nhan dwoc chan dodn
dai thdo duwong typ LADA & 156 bénh nhandai thao dudng khdng thira can va béo phi. Cac bénh nhan dai
thdo duwdng typ LADA c6 mot s6 dic diém 1am sang nhu tudi khdi phat sém, BMI thap hon, thoi gian dap ¢ng
thudc vién ngdn hon, ti 1& phu thudc insulin cao hon nhém déi thao dudng typ 2. Két luan: Trong thuc hanh
1am sang c6 thé& xem cac dic diém nhu dai thao dudng & ngudi gay, thoi gian ddp (ng thudc vién ngdn lam
tiéu chi sang loc d6i twong nguy co cao lam xét nghiém khang thé khang GAD, dé& chan dodn sém dai thao
dudng typ LADA trong s6 cac bénh nhan déi thdo duwong typ 2.

Titr khéa: Ddi thdo dudng tw mién khdi phdt mudn & ngudi Ién, déi thdo duong typ LADA

Abstract

CLINICAL CHARACTERISTICS OF LATENT-ONSET TYPE-2
DIABETES MELLITUS (LADA)

Nguyen Thi Thu Mai, Tran Huu Dang
Hue University of Medicine and Pharmacy

Objective: Todetermineclinical characteristics of LADAin non overweightand obesity population of diabetic
patients. Materials and methods: A cross-sectional study in 156 non overweight and obesity population of
diabetic patients. Clinical data were obtained and a blood sample taken to measure autoantibodies glutamic
acid decarboxylase antibodies (GADAb). Results: There were 30 patients who were diagnosed LADA in 156
non overweight and obesity diabetic case. LADA patients have certain clinical characteristics such as earlier
age of onset, lower BMI, tablets response time is shorter, insulin dependency rate is higher than the group
of type 2 diabetes. Conclusion: In clinical practice we may use characteristics such lean diabetes, short-term
Oral Hypoglycemic Agent Responsiveness, as a criterion for screening high-risk subjects for anti-GAD antibody
testing, to diagnose Latent-onset type-2 diabetes mellitus (LADA) in patients with type 2 diabetes mellitus.
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1. DAT VAN DE

Pdo thdo duong (DTD) typ LADA con goi la dai
thdo duong typ 1,5, la mot typ dai thao duwong co
tinh chat ty mién nhu dai thdo dudng typ 1, dic
trung vdi qua trinh hay hoai té€ bao beta cla tuy ndi
tiét nhung khdi phat bénh & ngudi I6n trudng thanh,
bénh tién trién chdm dén IGc phu thudc insulin gan
nhu hoan toan. Pic diém ndi bat ciia DTD typ LADA
Ia chirc ndng té& bao beta cla tuy ndi tiét tai thoi diém
chan dodan con kha t&t nén duwdng huyét kiém soat
t6t bang ché dé an kiéng, tap thé duc va thudc vién
ha duwdng huyét nhung nhanh chéng 1é thudc insulin

sau vai ndm, vi vay dé chan dodn nham vdi DTD typ
2, néu khéng lam thém xét nghiém tim khang thé
khang GAD va ICA thi khé chan dodn xac dinh.

Hién tai & nuwdc ta viéc xac dinh thé DTD typ
LADA chuwa duoc chd trong, dac biét & nhirng bénh
nhan DTD |&n tudi. Ching t6i ti€n hanh nghién ctru
nay nham xéac dinh dic diém l1am sang BTD typ LADA
& bénh nhan DTP & tudi trwdng thanh, nham tim ra
cac dac diém lam sang giup sang loc, tam soat dai
thdo duong typ LADA.

Muc tiéu nghién ciru: Xdc dinh ddc diém I6m
sang ddi thdo dudong typ LADA & trong sé bénh nhén
duwoc chdn dodn BTP & tudi trudng thanh.
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2.901 TUQNG VA PHUO'NG PHAP NGHIEN CU'U

2.1. Béi twong nghién ciru

156 bénh nhan dai thao dudng, tai phong kham
ndi tiét va nhap vién tai khoa néi téng hop - ndi tiét
Bénh vién Hoan My Sai Gon.

2.2. Phuwong phap nghién ctru

Day la phuong phap nghién ciru mé ta cit ngang,
v@i cadch chon mau 1a mau thuan lgi nén c6 ¢ mau N
> 100 bénh nhan.

2.2.1. Tiéu chudn chon bénh

Bénh nhan dd cac diéu kién sau:

- Pdi thdo dudng dugc chidn doan theo tiéu
chuén ADA 2015.

- Tudi phat hién bénh > 35 tudi.

2.2.2 Tiéu chudn logi triv:

- Khong duwa vao nghién ctru nhirng bénh nhan
DTD ¢ tudi khdi phat bénh < 35 tudi.

2.3. Tiéu chuan chan doan BTD theo ADA 2015 [1]

- C6 triéu chirng 1dm sang cla ting dudng huyét
bao gbm: ti€u nhiéu, uéng nhiéu, khat nudc, sut
can khdng gii thich duoc, kém vdi néng dd dudng
huyét twong bat ky trong ngay > 200 mg/dl (> 11,1
mmol/I).

- Hodc dwong huyét twong ltc d6i (sau 8 gid nhin
doi) 2 126mg/dl (= 7mmol/I).

- Hodc dudng huyét twong 2 gitr sau udng 75g
duong = 200mg/dl (= 11,2mmol).

- HbA1C> 6,5%.

2.4. Tiéu chan dodan dai thao dwdng typ LADA

Ching téi sir dung tiéu chuin chin doédn dugc
mot s8 tac gid sir dung dé nghién ctru 1a: Khéi phat
bénh DTD & tudi trvdng thanh vacé hién dién khang
thé khang dao tuy [4], [7]. Chdn doan dai thdo
dudng typ LADA khi bénh nhan cé dd 2 tiéu chuin
sau:

(1) Khéi phat bénh DTD & tudi trwdng thanh (>
35 tudi).

(2) C6 khdang thé khang GAD duong tinh.

2.5. BMI

Do trong lvgng co thé: Dung can ban cé gin
thwéc do chiéu cao, dd chinh xac dén 0,1 kg.

Do chiéu cao co thé (bdng thudc do gan véi can):
tw thé dirng thang, hai got chan chum lai hinh chit Vv,
di chan tran, ddm bdo bén diém trén co thé: cham,
xuwong vai, mong, gét chan cham manh vao thuéc
do, dd chinh xac d&n 1mm.
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2.6. Vong bung

Chan doén béo phi dang nam theo tiéu chuin
WHO.

Két qua: Mot ngudi duwgc chidn doan béo phi
vung bung khi s6 do vong bung cia nam > 90 cm va
nit > 80 cm theo tiéu chudn WHO.

2.7. Pinh lwong néng do khang thé khang GAD
trong huyét twong

Trong nghién ctru cta ching t6i s&t dung Phuong
phép ELISA (mién dich huynh quang), v&i thudc thir
13 Isletest-GAD clia BIOMERICA trén may Evolis cla
h3ng Bio-Rad dé phat hién khang thé khiang GAD &
bénh nhan DTD.

- Phuong phép tién hanh:

L4y 2ml mau tinh mach cho vao 8ng nghiém cé
hot (mau do), sau d6 sir dung mdy tach huyét thanh
ra bang cach ly tam. M3u huyét thanh cé thé du tri
& 2- 8°C. N&u mau huyét thanh khong thé phan tich
trong vong 24 gid thi gilr & 4m 20 °C. Chd y mang tat
ca cac thudc thir va mau huyét thanh dén phong cé
nhiét do 25°C trwdc khi lam xét nghiém, qua trinh
nay gdm téng cdng 13 budc. Nhiét dé G 1a 25 °C +
10°C, néu nhiét d6 0 thay d&i I&n hon + 10°C thi cé
thé anh hudng két qua. Mi an rira tét nhat [a rira 3
[an v&i 0,3ml dung dich rira. My quang phé sé do &
budc séng 405 nm.

- K&t qua: Néng d6 khang thé GAD > 1,05 Unit/
ml la dwong tinh.

N6ng d6 khéng thé GAD < 1 Unit/ml |a &m tinh.

Néng d6 khang thé GAD 1-1,05 I3 trung gian,
phai dinh luvgng lai khang thé khang GAD lai mot [an
nita (theo tiéu chuin cua thudc thir 13 Isletest-GAD
cla BIOMERICA trén may Evolis cha hing Bio-Rad).

- D6 nhay: 85%.

- D6 dac hiéu: 87%.

2.8. Phuwong phap théng ké

D lieu dugc x& ly bing chuwong trinh SPSS
Version 13.0.

Kiém dinh sy khdac biét cac ti 1& bing phép kiém
chi binh phuong. Sy khac biét cac tri s6 trung binh
bang T-test. P<0,05 xem la ¢ y nghia théng ké.

3. KET QUA NGHIEN cU'U

C6 156 trwong hop trong mau nghién cru. Trong
dd ¢6 30 trudng hop khéng thé khang GAD duong
tinh, dwoc chan doan 13 déi thido dudng typ LADA,
126 trwong hop khang thé khang GAD am tinh,
ching t6i xem nhu la dai thdo duwong typ 2.



3.1. Pic diém mau nghién ctiru

Tap chi Y Dwgc hoc - Trwdng Bai hoc Y Dugc Hué -

Bang 3.1. Tudi va BMI

Tép 7, s6 6 - thdng 12/2017

Bién sd Trung binh L&n nhat Nhé nhjt
Tudi (ndm) 59,29 + 13,92 89 35
Tu6i phat hién bénh (ndm) 54,56 + 13 89 35
BMI (max) (kg/m2) 22,58 + 3,03 29,99 14,8
BMI (hién tai) (kg/m?) 19,87 £ 2,16 24 14,45
Bang 3.2. Tién st vé bénh ty mién
Tién st vé bénh tw mién S0 bénh nhan Ti 1é (%)
C6 bénh ty mién (Basedow) 2 1,3
Khong cé bénh ty mién 154 98,7
Téng 156 100,0
Bang 3.3. Tién st gia dinh bénh DTD
Tién str gia dinh 56 Tgu’b’i bénh DTD 58 banh nhan Tila (%)
(thé hél)
Cé tién sir bénh DTD 49 31,4
Khdng cd tién st bénh BTD 107 68,6
Téng 156 100
Bang 3.4. Vong bung
Vong bung (cm) Trung binh
Nam 80,56+ 7
N 79,52 £5,31
Bang 3.5. Ti |é Dai thao dwong typ LADA va typ 2
PTD S6 bénh nhan Tilé (%)
bdi thdo duwong typ LADA 30 19,23
Dai thao duong typ 2 126 80,77
Téng 156 100,0

3.2. Pac diém lam sang giira hai nhém

Bang so sanh 02 nhdm ddi thao dwdng typ LADA va nhém dai thdo duwong typ 2.
Bang 3.5. So sanh 02 nhédm ddi thdo duwong typ LADA va nhom dai thdo dudng typ 2

s 5 NNGmOTOLD LADA | NhGMDTD P2 |y i,
Tubi 59,57 £ 13,449 55,34 £ 13,657 0,906
Tudi phat hién BTD 51,30+£9,263 55,34 £ 13,657 0,507
Gigi nir 83,33% 51,6% 0,002 *
Huyét 4p tdm thu (mmHg) 129,67 +17,9 130,60 + 18,71 0,806
Huyét 4p tAm treong (mmHg) 79,00 + 8,44 80,16 + 8,76 0,513
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Tién st gia dinh bénh DTD 36,66% 30,2% 0,490
Tién st bénh ty mién 6,7% (2/30) 0% (0/126) 0,04*
Ti lé diéu tri insulin hién tai 23,33% 20,6% 0,74
B reomg o s dung sy () | 2544289 5,96 4,11 0053
BMI max (kg/m?) 21,06 +2,79 22,94 +2,98 0,02*
BMI hién tai (kg/m?) 19,11 +2,02 20,05+ 2,16 0,032*
Vong bung nam (cm) 81,80 + 8,319 80,46 + 6,956 0,68
Vong bung nit (cm) 79,00 + 6,364 79,72 + 4,89 0,56

* p cd y nghia théng ké

Nhén xét:

90% bénh nhan dai thdo dudng typ LADA cd tudi
kh&i phat bénh trwdc 64 tudi.

90,5 % bénh nhan dai thdo duwong typ 2 cé tudi
kh&i phat bénh trwdc 74 tudi.

- Tubi khai phat bénh dai thao dwdng cia nhom
dai thdo duwong typ LADA thdp hon nhém dai thao
dudng typ 2 (51,30+ 9,263 so véi 55,34 + 13,657),
nhung suw khéac biét chua cd y nghta thdng ké. Nhdm
dai thdo duwdng typ LADA c6 tudi khai phat bénh tap
trung quanh 45-54 tudi, trong khi d6 nhém dai thao
duwdng typ 2 co tubi khai phat bénh trai dai tir 35
dén 74 tuéi.

- C6 su khéac biét rd rét vé gidi tinh gitra 2 nhém.
Trong nhom dai thdo dwdng typ LADA nit chiém tilé
la 83,33%, trong khi dé trong nhdm dai thao duong
typ 2 thi ti I1& nam nit gan bang nhau. Sy khac biét
nay cé y nghia théng ké.

- C6 02 truong hop bi hoi chirng cudng gidp
trong nhém dai thdo dudng typ LADA chiém 6,7%,
con trong nhdomdai thao dudng typ 2 la 0%.

-Ti & diéu trj insulin & nhém d&i thao dudng typ
LADA cao hon nhém dai thdo duong typ 2 (23,33%
so v&i 20,6%) nhung sy khac biét nay khong cé y
nghia thdng ké.

- Tién sir gia dinh cé ngudi bj bénh dai thao
duong & nhdm dai thao dwong typ LADA cao hon
nhémddi thao duong typ 2 (36,66% so vdi 30,2%),
sy khdac biét nay chua ¢ y nghia théng ké.

- Thoi gian dap ¢ng thudc vién tinh trén 33
trudng hop dung insulin cho thdy nhém dai thao
dudng typ LADA c6 thoi gian dap (ng thudc vién
ngan hon (2,64+ 2,69 ndm so v&i 5,96 + 4,11ndm,
v&i p=0,053).

- BMI & nhém déi thdo dudng typ LADA thap
hon cé y nghia so v&i nhém déi thao dwong typ 2.

- Huyét 4p & 02 nhdm khéng cé sy khac biét
dang ké.
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4. BAN LUAN

4.1. Ti lé dung insulin & nhém dai thao dwéng
typ LADA

Nhém dai thdo duong typ LADACG ti & dung
insulin cao hon nhém dai thdo duong typ 2 (23,3%
va 20,6%) nhuwng su khac biét nay chua cé y nghia
théng ké. Trong nghién clru cla TAKEDA (Ehime
Study) [9] ti |1&é nay la 51,6% va 10,1%. Nhu vy ti |&
phu thuéc insulin & nhom dai thdo duong typ LADA
trong nghién ctru cda ching t6i thap hon. Cung vdi
ti 1& phu thudc insulin nhiéu hon 1a thoi gian dap
ng thudc vién ngdn hon & nhém dai thdo duong
typ 2. Trong nghién ctru cha ching tdi trong nhom
bénh nhan st dung insulin thi nhém d4i thdo duong
typ LADA c6 thoi gian dap ¢ng thudc vién ngin hon
nhém dai thao duong typ 2 (2,64% 2,69 nam so voi
5,96 + 4,11n3m).

4.2, Gidi tinh va dai thao dudong typ LADA

Trong nghién ctru cta chdng toi cd su khac biét
gidi tinh ro rét trong hai nhdmdai thao duong typ
LADA va typ 2. Nhom dai thao duong typ LADA thi
ni* chiém ti 1é cao 83,33%. Trong khi dé nhom déi
thdo dudng typ 2 ti & nam/nlt gdn ngang nhau,
nit chiém 51,6%. K&t quad nay phu hop véi két qua
nghién ciru cha Rdmkens va céng sy. Rdmkensva
cong su [8] nghién ctru trén 224 bénh nhan dai thao
dudng typ 2 & Bénh vién Jeroen Bosch Ha Lan, két
qua ti I& nit trong dai thdo dudng typ LADA la 76%,
nhom dai thao duong typ 2 ti I& nit 1a 57% nhung
khéng cé y nghia théng ké&. Tuy nhién phan I&n cic
nghién ctru khdc & Chau A va céc noi khac thi khong
6 sw khac biét gidi tinh[4], [5]. Theo céc tac gid nay
ti & nam ni* trong hai nhom déi thdo duong typ
LADA va dai thdo duong typ 2 khac nhau khong cé y
nghta. Trong nhiéu bénh ly tuw mién khac thi ti 1é nit
luén cao hon nam.

4.3. Tién slr gia dinh dai thdo duwdng typ 2 va
dai thao dwong typ LADA
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Trong nghién ctru cha ching tdi nhom dai thao
dudng typ LADA ¢4 ti | tién st gia dinh cd ngudi
bi bénh dai thdo dudng cao hon nhém dai thao
dudng typ 2, tuy nhién chua dat dén y nghia théng
ké (36,66% va 30,2%).

Cac nghién ctru cha céc tac gia khac cho thay tién
st gia dinh cé ngudi bi bénh dai thdo dwong lam
gia tang nguy co bi bénh dai thao duwong typ LADA
va nguy co phu thudc insulin. Carlsson S va cong sy
nhan thdy 43% bénh nhan dai thdo dudng typ LADA

c6 tién st gia dinh c6 nguwdi than bj bénh dai thao
dudng [2]. Mét nghién ciru khac tai Anh nhan thay
¢6 33% bénh nhan déi thdo dudng typ LADA cé tién
st gia dinh cé nguoi than bj bénh dai thdo duong
[3].

4.4. BMI & hai nhém dai thao duwéng typ 2 va
dai thao duwong typ LADA

Trong nghién clru cta chdng téi nhédm dai thdo
dudng typ LADA c6 BMI thap so vdi nhédm dai thao
dudng typ 2 cd y nghia théng ké.

Nhom dai thao dwong Nhom dai thao dwong Tri s6

typ LADA Typ 2 p
BMI max (kg/m?) 21,06 £ 2,79 22,94 2,98 0,02
BMI hién tai (kg/m?) 19,11 +2,02 20,05 +2,16 0,032

S. Fourlanos va cong sv [4] cling nhan thdy bénh
nhan d&i thdo dudng typ LADA (khang thé khang GAD
duong tinh) ¢ BMI thap hon so v&i nhém déi thao
dueng cé khang thé khang GAD 4m tinh. Nhiéu nghién
ctru khdc cling cho két qua twong tw [2], [3], [6].

FOURLANOS [4] nghién c(ru trén 102 bénh nhan
dai thdo duong typ LADA va 111 bénh nhan dai thao
dudng typ 2 va dua ra két luan phan 1dn bénh nhan
nhan déi thdo duwdng typ LADA cé 2 dau hiéu trong
s& 5 dau hiéu sau:

- Tubi khé&i phat bénh < 50 tudi.

- C6 triéu chirng cap tang duong huyét trudce
khi chan doan.

- BMI < 25.

- Tién s ban than cé bénh ty mién.

- Tién st gia dinh c6 bénh ty mién.

Do nhay 90%, dd dic hiéu 71%. Tac gia dé nghj
néu bénh nhan cé 02 dau hiéu thi nén kiém tra
khang thé khang GAD dé xac dinh chin doan dai
thdo dudng typ LADA. Trong nghién cru cla chung
t6i khdng c6 bénh nhan nao c6 tidu st bénh ty mién
va chuiing t6i cling chwa khao sét triéu chirng cap cla
bénh truwdc khi chan doan.

Trong mdt nghién ctu nhdm dya trén dau hiéu
I4m sang lam tang hiéu qua tdm sodt dai thdo dudng
typ LADA, Monge va cong sy [7] dua ra 03 d3c diém
I&Am sang. N&u bénh nhan phat trién bénh dai thao

dudng & tudi hon 50 thi kha nang dai thdo dudng
typ LADA 13 bang khong néu khéng cé dic diém nao
trong 03 ddc diém. N&u cé 1 dic diém kha ning dai
thao duong typ LADA la 32%.

- Duong huyét lic d6i > 15mmol/l va/hodc
HbA1C = 10% mac du tudn th( day dd ché d6 an va
diéu tri.

- Giam cén > 10% trong 03 thang trudc mac du
ché& dd an van nhu trudec.

- BMI < 25 kg/m?2.

Bé&nh nhan cé tiéu chuin 1am sang trén sé& co
31,8% duwong tinh véi khang thé khang GAD va/hoic
ICA.

5. KET LUAN

Qua nghién ctru nay ching téi nhan thay nhém
bénh nhan dai thdo dudng typ LADA cé mbt s6
dac diém lam sang nhu: tudi khdi phat bénh dai
thdo duwdng nhd hon, BMI thap, thoi gian dap ng
thudc vién ngén, ti 18 phu thudc insulin cao hon so
v3i nhédm déi thdo duwong typ 2, ti [& nit chi€ém hon
80%. Trong thuc hanh 1am sang cé thé xem céc dic
diém nhu dai thdo duwdng & ngudi gay, thoi gian dép
rng thubc vién ngdn lam tiéu chi sang loc d6i twong
nguy co cao lam xét nghiém khéang thé khang GAD,
dé chan doan sém dai thdo duwdng typ LADA trong
s6 cac bénh nhan déi thdo duwong typ 2.
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