TAP CHI NGHIEN ClPU Y HOC

CA LAM SANG HA BPUONG HUYET DO HOI CHUNG
KHANG INSULIN TU MIEN

Vii Bich Nga'?, Nguyén Thi Thanh Hwong? va Tran Thi Hai2™*

"Trwong Pai Hoc Y Ha Noi
2Bénh vién Dai hoc Y Ha Néi

Héi chirng khang Insulin tw mién déc trung bang tinh trang ha duwong huyét do tang Insulin trong méu, tdng
hiéu gia twkhang thé khang Insulin (IAA), khéng strdung Insulin ngoai sinh triéc d6 va khéng cé bét cirtén thurong
bénh ly nao cta dao tuy. Pay la nguyén nhén gay ha dudng huyét hiém gép, thuong duoc bao cédo nhiéu hon &
cac nuéc chéu A. Ca lam sang vé truong hop bénh nhéan duoc khédm va diéu tri tai Bénh vién Pai hoc Y Ha Noi
thang 12 ndm 2020. Bénh nhan nam 58 tudi, dwoc chén doan ha dudng huyét do héi chirng khang Insulin tw mién.
Bénh nhan nhép vién vi hén mé do ha duong huyét, xét nghiém Insulin va C-peptid méu téng cao. Tén thuong &
eo tuy theo d6i Insulinoma trén phim MRI dén dén sai Idm cta céc thdy thubc Iam sang tai bénh vién trong chén
doan nguyén nhén gay ha duong huyét. Vi vay, tinh trang ha duong huyét, néng dé Insulin va C-peptid khéng cai
thién sau phéu thuat cat bé phéan tuy chira tén thuong. Cubi cung bénh nhén dwoc chén doén la héi chimg khang
Insulin tw mién va duoc diéu tri thanh céng béng Glucocorticoid két hop ché dé &n han ché tinh bét, chia nhé bira.

Tir khéa: Ha dwong huyét, Cworng tiét Insulin ndi sinh, Hoi chirtng khang Insulin tw mién, Insulinoma,

Nesidioblastosis.
I. DAT VAN PE

Ha duwdng huyét do cwérng tiét Insulin néi sinh
la tinh trang tiét Insulin khéng théa dang dan dén
gidm néng do glucose mau qua mirc. Nguyén
nhan gay ra tinh trang nay bao gém Insulinoma,
Nesidioblastosis va hdi chirng khang Insulin tw
mién (Insulin Autoimmune Syndrome - IAS).
Insulinoma 14 nguyén nhan phé bién nhat gay
ra cwong tiét Insulin ndi sinh' véi ty 1& wée tinh
khodng mét trén bén triéu ngwdi méi nadm.2
Nesidioblastosis la tinh trang phi dai va tang
sinh lan tda t& bao beta clia ddo tuy, dwoc bao
cao nhiéu hon & tré em va rat hiém gép & nguoi
I&n.2 1AS ciing la mét trong nhirng nguyén nhan
hiém g&p gay ra tinh trang cwéng tiét Insulin noi
sinh. Bénh dworc chia thanh 2 typ, trong dé typ A
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dwoc dac trwng bang tinh trang ha dwéng huyét
sau bira &n do ndng do Insulin tng rat cao trong
mau, co sy xuat hién cha tw khang thé khang
Insulin (IAA), bénh nhan khéng st dung Insulin
ngoai sinh trudc d6 va khong tim thay bat ci
tdn thwong bénh Iy ndo ctia dao tuy. Typ B hiém
gdp hon typ A, do sy xuat hién cla cac khang
thé khang thu thé Insulin gay ra. Rdi loan dwdng
mau trong bénh canh typ B rat thay déi, bénh
nhan c6 thé ha dwong huyét, tuy nhién tang
dwdng huyét trdm trong do dé khang Insulin hay
gdp hon.* Vi vay ha dwdng huyét do IAS gay ra
thuwong la do typ A.

IAS typ A (con goi la bénh Hirata) dwgc md
tad 1an dau tién bdi Yukimasa Hirata va dong
nghiép nam 1970 va cho dén nam 2009, chi c6
khoang 380 ca dwoc bdo cdo trén thé gidi, chi
yéu la & cac nwéc chau A nhw Nhat Ban, Han
Quéc va Trung Québc.* IAS typ A 1a mét dang
ha dwong huyét do co ché tw mién, dwoc kich
hoat b&i cac yéu t trung gian mién dich. Tiéu
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chuén dé& chan doan IAS typ A 1a tim thay tw
khang thé 1AA trong mau. Bénh cé thé duoc
diéu tri thanh coéng bang viéc thay déi ché do
an, st dung céc thubc lam giam tiét Insulin va
thudc trc ché mién dich.5 Hiéu rd hon vé bénh
c6 thé gilp cac bac s§ 1am sang tranh dwoc cac
sai s6t trong chan doan va lam gidm cac can
thiép khéng dang c6 cho bénh nhan. Do vay, ca
bénh dwoc bdo cdo nham cung cap cac bang
chirng thuc té trong chan doan va diéu tri bénh
IAS typ A tai Viét Nam.

Il. BAO CAO CA LAM SANG

Ca lam sang la bénh nhan nam 58 tudi, c6
tién s gut nhiéu ndm va viém mach hai chi
dwdi, diéu tri bAng Methyl prednisolon 16mg/
ngay trong hon 1 ndm nay. Khoang 2 thang gan
day, bénh nhan ngirng Methyl prednisolone va
chuyén sang s dung thudéc nam. Bé&nh nhan
khoéng cé tién sir déo thao dwéng hay siv dung
céac thudc vién ha dwdng huyét cling nhw Insulin
trwéc d6, khong co tién st lam dung rvou.

Cach vao vién khoang 1 thang, bénh nhan

bat dau cé cac biéu hién déi con cao, ban rin
chan tay, vd md hoéi v& dém, sau &n thi d&.
Bénh nhan nhap vién khoa cap ctru bénh vién
Dai hoc Y Ha Noi l1an d4u tién Iuc 5 gi® trong
tinh trang hén mé, va md hoi lanh, khong liét
than kinh khu tra, dwdng mau mao mach 14 2,3
mmol/l. Sau khi dwoc x( tri bang truyén dwéong
Glucose 20%, bénh nhan tinh tdo hoan toan va
dwoc cho ra vién. Sau 2 ngay, bénh nhan tiép
tuc c6 thém con ha dwéong huyét luc 17 gidr va
tw x& ly tai nha béng cach ubng nwéc dwong,
&n d6 ngot. Khi di kham tai phong kham ngay
hém sau bénh nhan khéng cé cac biéu hién ha
dudng huyét, dwoc lam xét nghiém Glucose
mau la 7,3 mmol/l va Insulin mau t&ng rat cao
(> 1000 pU/mL). Bénh nhan dwoc nhap vién
dé tiép tuc chan doan nguyén nhan ha duwéng
huyét. Sau &n bira sang 4 tiéng, dwdng mau
mao mach ctia bénh nhan la 3,0 mmol/l, khéng
c6 dau hiéu ha dworng huyét, bénh nhan dwoc
yéu cau tiép tuc nhin déi va thtr dwéng mau
mao mach lién tuc mdi gio. Két qua theo doi
dwéng mau mao mach dwoc thé hién & bang 1.

Bang 1. Két qua nghiém phap nhin déi ctia bénh nhan

Thei gian DPwéng mau mao mach  Triéu chirng lam sang C-Peptid va Insulin
13 g0 Khong c6 bidu hién ha
(Sau &n 3,0 mmollL ong co biet hien s
T dwdng huyét
4 tieng)
Khong c6 biéu hién ha
14 giv 3,0 mmolL ong co bisL hien he
dwong huyét
. Khéng cé biéu hién ha
15 gid 2,8 mmo/L . P
dwdng huyét
Bénh nhan kich thich, noi
16 qidr 2,7 mmol/L nham, vd md hdi, khong - C-Peptid (0,37-1,47nmol/l):
i \
s g . - Glucose tinh mach:  liét than kinh khu tru 12,2
au an
7 tiéng) 1,9 mmol/L HA: 100/60 mmHg - Insulin (2,6 - 24,9 pU/mL):
i .
g Mach: 76 1an/phat > 1000
Sp02: 97%
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Dwa vao két qua thu dwoc tlr nghiém phap
nhin déi, bénh nhan dwoc chan doan 1a ha dwong
huyét do cuérng tiét Insulin noi sinh va cé chi dinh
chup MRI 6 bung dé tim nguyén nhan. Két qua
chup MRI cho thdy & eo tuy c6 nét tbn thwong
kich thwéec 14x15 mm, ranh gidi rd, tang tin hiéu
trén T2FS, sau tiém ngdm thudc sém hon nhu

mé tuy con lai, tinh chét goi y Insulinoma. Bénh
nhan dwoc chan doan ha duwong huyét - cuwong
tiét Insulin ndi sinh theo ddi Insulinoma. Chung
t6i kiém tra thém Calci, Phospho, PTH mau, siéu
am vung c6 (tim kiém u can giap) dé loai triv hoi
ching da u tuyén néi tiét typ 1 va két qua cac xét
nghiém nay déu binh thwong.

Hinh 1. Tén thwong viing eo tuy trén MRI

Sau khi c6 chan doan, bénh nhan dwoc g
t&i khoa Ngoai tiéu héa Bénh vién Bai hoc Y Ha
Noi dé phau thuat cat bé khédi u. Trong qua trinh
phau thuat, quan sat dai thé thay dau tuy, than
va dubi tuy binh thwong, eo tuy co khéi 1,5 cm,
ranh gidi rd. Siéu am truc tiép trong luc phau
thuat thay khéi u khu trd & eo tuy, khéng xam
l&n vao té chirc xung quanh va mach mau lén.
Bénh nhan dwoc cat bd phan eo tuy chiva khéi
u, bdo tén dau tuy va duéi tuy. Mau tuy chira
khéi u dwoc glri gidi phau bénh, két qua khoéng
thdy khéi u hay ton thwong goi y Insulinoma,
so bod thay cac té bao beta tang sinh lan tda.
Bénh nhan dwoc ldy mau kiém tra xét nghiém
Insulin va C-peptid & cac thoi diém ngay sau

ph&u thuat va sau phau thuat 12 tiéng, két qua
Insulin va C-peptid van tang cao béat thwong
(Insulin > 1000 pU/mL, C-peptid 7,12 nmol/L).
Sau ph&u thuat, tinh trang ha dwdng huyét
ctia bénh nhan khong cai thién, néng do6 Insulin
va C-peptid khong thay déi va mé bénh hoc tirc
thi so bd khong huéng téi Insulinoma nhw chan
doan trwdc phau thuat, chang t6i quyét dinh [am
thém xét nghiém khang thé khang Insulin dé tim
thém nguyén nhan cwong tiét Insulin. Két qua
khang thé khang Insulin ctia bénh nhan duwong
tinh (Anti - Insulin Ab: 80,1% (binh thwong: O -
7%). Két hop véi két qua mo bénh hoc thudng
quy chi thdy mét sb vung cac dao tuy ndi tiét
tang kich thwéc (khodng 400-500 um) va tang
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sinh té bao beta lan téa, khong thay té bao ac
tinh, chan doan cudi cung cla chung t6i vo&i

bénh nhan nay la cwong tiét Insulin ndi sinh do
hoi chirng khang Insulin tw mién typ A.

Hinh 2. Hinh anh mét s6 dao tuy ting kich thwéc va tang sinh té bao beta lan téa

. BAN LUAN

Ho6i chirng khang Insulin tw mién la mot
bénh rat hiém gap, ty 1& méc bénh wéc tinh
khoang 0,017 ca trén 100.000 dan.® Bénh mé&i
dwoc biét dén nhiéu hon trong céc thap ky gan
day. IAS thuong gap & cac nwéc chau A, rat it
gap & ngudi da trang.

Ha dwong huyét trong bénh 1AS 1a hau qua
clia hoat dong tw mién dich v&i co ché bénh
sinh chinh & sy hinh thanh cac phuc hop
Insulin va tw khang thé insulin (Insulin autoanti
bodies - IAA). Co ché bénh sinh gém 2 pha,
pha 1 1a thoi diém sau cac biva dn, Insulin tiét ra
khéng gén véi cac thu thé trén mang té bao ma
tao phirc hop mién dich véi tw khang thé 1AA.
Glucose khéng dwoc van chuyén vao trong té
bao nén Feedback ngwoc vé tuy, kich thich té
bao beta tiét ra nhiéu Insulin hon dan dén hau
qua cang nhiéu phtrc hop Insulin - IAA dwoc
tao ra. IAA ¢6 ai lyc cao vé&i Insulin nhwng lién
két dwoc tao ra v6i insulin ¢ tinh chét Idng
léo va khdng bén virng, phirc hop Insulin - IAA
nhanh chéng gidi phéng Insulin lam tang cao
néng d6 Insulin tw do trong mau dan dén ha
dwong huyét & pha 2.7

Hoat ddng tw mién dich & bénh nhan IAS
thwong dwoc khi phat bdi cac tac nhan kich
hoat trén nén bénh nhan mang yéu té di truyén

tw mién. Co rat nhidu loai thudc co thé khai
phat IAS trong d6 thubc khang giap trang téng
hop Methimazole,?® Alpha-lipoic acid la hai loai
c6 nguy co cao nhat.” Bénh ciing cé thé khéi
phat sau nhiém cac loai virus nhw s&i, thiy dau,
rubella, quai bi, coxsackie B va viém gan C. IAS
c6 thé gap & nhirng ngudi mac bénh tw mién
khac nhw Lupus ban dé hé théng, Basedow,
viéem khép dang thap, viém mach' hodc cac
bénh mau nhw da u tly xwong, tdng khang
thé don dong." Yéu tb di truyén lién quan dén
bénh IAS ndm trén hé théng gen khang nguyén
bach cau nguoi (HLA). Cac gen HLA - DR4,
DRB1*0406 dwgc chirng minh la cé lién quan
mat thiét dén sw biéu hién bénh.™

Trong bénh IAS, tinh trang ha dwdng huyét
biéu hién & nhiéu m&c do khac nhau. Pa sb
bénh nhan IAS ha dwdng huyét sau bira &n
nhwng cling ¢6 nhiéu trwérng hop con ha duwéng
huyét xuat hién ltc doéi hodc & cac thoi diém
ngau nhién, phu thudc mirc do tang Insulin
mau. Nong do Insulin trong bénh IAS thudng
cao trén 1000 pmol/l, diéu nay it khi xay ra &
bénh nhan Insulinoma hay Nesidioblastosis.™
Ty sb Insulin/C-peptid thuwéng trén 1 do nbng do
Insulin rat cao va thei gian ban thai cta Insulin
duwoc kéo dai hon nho c6 khodng thdi gian
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tao phirc hop mién dich vdi IAA. Ty 1é nay &
cac bénh nhan Insulinoma va Nesidioblastosis
thwong dwoi 1.

Dé chan doan phan biét véi nhirng nguyén
nhan cuong tiét Insulin nodi sinh khac, viéc s
dung thdm do chan doan hinh anh 1a can thiét
dé loai triy cac tdn thwong & tuy. Chan doan
IAS chi dworc thiét 1ap khi khong tim thay bét cr
tén thwong ndo clia tuy v& mét hinh anh hoc."
Su xuét hién clia khang thé khang Insulin (IAA)
trong mau cho phép chan doan phan biét IAS
v&i cac nguyén nhan cuwéng tiét Insulin noi sinh
khac. Pay dwoc xem la tiéu chudn vang dé
chan doan bénh."

Bé&nh nhéan vao vién vi hén mé do ha dwdng
huyét. Trwéc dé 2 tudn, bénh nhan xuét hién
nhiéu con ddi xa bira &n, thwong xuyén phai
tinh day trong dém dé &n thém. Két qua nghiém
phap nhin déi cho thdy bénh nhan co tinh trang
ha duwong huyét thuc sw. Tai thoi diém dudng
mau cla bénh nhan la 1,7 mmol/l, Insulin do
duwoc trong mau > 1000 pU/ml goi y nguyén
nhan ha dwdng huyét 1a do cwdng tiét Insulin.
Trwédc ddy bénh nhan khong cé tién siv dai thao
dwdng, khdng str dung Insulin va thubc vién ha
dudng huyét, xét nghiém C — Peptid ctia bénh
nhan ting cao, c6 hinh anh tén thwong & eo
tuy trén MRI, vi vay ching t6i da chan doan
nguyén nhan ha duwéng huyét & bénh nhan nay
la cwdng tiét Insulin ndi sinh do Insulinoma.

Nhw da néi & trén, sau phau thuat loai bdé
phan tuy chva khdi u, xét nghiém Insulin va C
— peptid clia bénh nhan khéng thay déi, ching
t6i phai tiép tuc tim kiém nguyén nhan cuéng
tiét Insulin khac. I1AA dwoc dat ra do cé mot vai
yéu t6 goi y: nébng dd Insulin ctia bénh nhan
tang rat cao > 1000 pU/ml ( > 6943 pmol/l), ty
s6 Insulin/C-peptid c6 thé trén 1 (do ndng dd
Insulin vwot nguéng do duwoc ctia hé thdng xét
nghiém nén khéng tinh dwoc chinh xac ty sb
nay), bénh nhan cé tién st bénh viém mach
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dang duoc diéu tri thwong xuyén bang methyl
prednisolone, da ngirng thudc nay va chuyén
sang ubng thuéc nam trwdc khi khéi phat triéu
chirtng ha dwdng huyét 1 thang (ching toi
nghi ngd trong thubc nam c¢é thé chiva Alpha —
Lipoic acid), sau phau thuat bénh nhan tiép tuc
dwoc duy tri methyl prednisolone 40 mg/ngay
két hop v&i ché dd &n chia nhd bira, méc du
néng dd Insulin mau van cao nhwng bénh nhan
khéng cé con ha dwdng huyét ndo. Két qua
gidi phAu bénh sau phau thuat chi thdy tang
sinh mot sé tiéu dao tuy giup chung t6i loai triv
hoan toan Insulinoma va Nesidioblastosis. Xét
nghiém khang thé IAA dwong tinh khang dinh
chan doan IAS typ A chinh Ia nguyén nhan gay
cwdng tiét Insulin & bénh nhan nay.

Viéc tim thay mét tdn thwong tuy tinh co
trén phim MRI da dan dén sai Idm cua chung toi
trong chan doan nguyén nhan gay bénh. Piéu
nay da day bénh nhan dén mot cudc phau thuat
khong can thiét. D& tranh mac phai sai 1am nay,
v&i cac trudng hop cuwdng tiét Insulin c6 ndng
dd Insulin tang rat cao nhw bénh nhan cua
chung t6i, IAS phéi dwoc nghi téi dau tién va
xét nghiém 1AA 1a can thiét d& chan doan bénh.
Trong treed'ng hop khéng lam dwoc xét nghiém
IAS, thu thuat bom canxi chon loc dwdng dong
mach két hop 14y mau tinh mach trén gan can
dwoc can nhac dé loai trir nguyén nhan cudng
tiét Insulin la tw tuy.

Diéu tri IAS chil yéu béng thay ddi ché d6 &n
va dung thubc. Bénh thwdng co thé khdi hoan
toan sau khi ngirng tiép xtc véi cac tac nhan
kh&i phat 3 - 6 thang. Chia nhé bira két hop ché
ddé an gidm carbohydrat thwong céd hiéu qua
véi cac trudng hop ha duong huyét mic do
nhe. Vé&i cac trwdng hop bénh nang hon, cac
thudc c6 tac dung lam gidm dwdng mau sau
&n nhw Diazoxide, trc ché alpha glucosidase cé
thé dwoc chi dinh dé cai thién triéu chirng ha
duwong huyét.
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Diéu tri d&c hiéu dwoc dét ra khi bénh khong
dap ng véi cac phwong phap thong thwdng néu
trén hoac co tinh trang ha dwong huyét nang.
Glucocorticoid liéu cao (nhw prednisolone 30 -
60mg/ngay) thwdng mang lai hiéu qua tét trong
viéc giam triéu chirng ha dwdng huyét va gidm
ndng d6 IAA. Ngoai ra, mot s thudc & ché
mién dich khac nhw Rituximab, Azathioprine'®
cling c6 thé dwoc str dung trong trwdng hop ha
dudng huyét gay anh hwdng dén tinh mang,
bénh nhan cé chéng chi dinh v&i glucocorticoid
liéu cao.

V&i bénh nhan cta ching t6i, bién ching rod
tuy ngay th&r 20 sau phau thuat gay khé khan
rat nhidu trong viéc tiép tuc didu tri. Mac du
bénh nhan dap wng v&i methyl prednisolone
nhwng dé& tranh lam nang thém tinh trang ro

tuy va nhiém trung & bung, chung t6i quyét
dinh s dung hydrocortisone thay cho methyl
prednisolone. Liéu hydrocortisone 1a 100mg
mdi 6 gi® trong giai doan bénh dang dién tién
nang va gidm dan lidu theo tinh trang bénh.
Bénh nhan dwoc an theo ché d® an gidm
carbohydrat chia nhé thanh 6 bira/ngay. Sau 1
thang diéu tri, b&nh nhan hét cac con ha dwéng
huyét, dwérng mau mao mach dao déng trong
khoang 6 — 10 mmol/l, xét nghiém Insulin giam
ttr > 1000 pU/ml xudng 499,5 uU/ml, C — peptid
ttr 7,12 nmol/l xuéng 2,15 nmol/l. Hién tai, sau
8 thang véi liéu hydrocortisone 10mg/ngay, ché
dod an 4 bira/ngay bénh nhan khong cé bat cr
con ha dwdng huyét ndo, xét nghiém Insulin va
C-peptid vé& gi¢i han binh thwdng. C6 vé nhw
bénh nhan da hoan toan khdi bénh.

Bang 2. Sw thay d6i néng dd Insulin va C-peptid ciia bénh nhan tai th&i diém chan doan va
trong qua trinh diéu tri

oz ; R Insulin C-peptid
Thei diem xét nghiém
(2,6 - 24,9 pU/ml) (0,37 - 1,47 nmoll/l)

Trwdc phau thuat > 1000 12,2

Sau phau thuat > 1000 7,12

Thang 02/2021 499,5 2,15

Thang 03/2021 372,2 2,8

Thang 08/2021 28,9 1,05

IV. KET LUAN

Hoi ching khang Insulin tw mién (IAS) rét
hiém g&p nhwng c6 thé gay ra tinh trang ha
dwong huyét trdm trong, de doa tinh mang
nguwoi bénh. Bénh nhan dwgc bao cao vao vién
vi hdn mé do ha duwong huyét, sau khi duwoc
chan doan nguyén nhan gay bénh 13 IAS typ A,
da dwoc diéu tri thanh céng bang glucocorticoid
két hop v&i ché do an phu hop. Tuy nhién, mot
ton thwong tuy lanh tinh tinh c& phat hién dwoc
trén MRI da dan dén phau thuat khéng can thiét
cho bénh nhan. Vi vay dé tranh bd soét IAS, xét

nghiém khang thé khang Insulin IAA nén dwoc
thwe hién & cac bénh nhan ha dwong huyét cd
ndéng dd Insulin tang rat cao trong mau (> 1000
pmol/l) va mc tang Insulin khdng twong xdng
v&i ndng do C-peptid (ty sb Insulin/C-peptid > 1).
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TAP CHIi NGHIEN ClPU Y HOC

Summary

CLINICAL CASE OF HYPOGLYCEMIA DUE TO INSULIN
AUTOIMMUNE SYNDROME

Insulin autoimmune syndrome is characterized by hyperinsulinemic hypoglycemia, elevated insulin
autoantibody (IAA) titers, no prior exposure to exogenous insulin, no pathological abnormalities of
pancreatic islets. This is a rare cause of hypoglycemia, more commonly report in Asian countries.
A case of 58-year-old male patient was diagnosed as hypoglycemia due to insulin autoimmune
syndrome at Ha Noi Medical University Hospital in December 2020. The patient was admitted to
the hospital because of coma due to hypoglycemia, Insulin and C-peptide levels was elevated.
Lesion in the isthmus of the pancreas on magnetic resonance imaging which was misdiagnosised
as insulinoma lead to our error in diagnosing the cause of hypoglycemia. Therefore, hypoglycemia,
insulin and C-peptide levels did not improve after resection of the pancreatic lesion. Finally, the
patient was diagnosed as insulin autoimmune syndrome and successfully treated by Glucocorticoid
combination with a carbonhydrat restricted diet and divided meals.

Keywords: Hypoglycemia, Endogenous hyperinsulinemia, Insulin autoimmune syndrome
(IAS), Insulinoma, Nesidioblastosis.
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