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Truong hop ldm sang: Réi loan chuyén héa amoniac

khong do xo gan

Case report: Ammonia metabolism disorders not caused by cirrhosis
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Tom tat

Bénh vién Trung wong Quan doi 108

O ngudi trudng thanh, biéu hién 1am sang do hoi chiing ting amoniac (NH,) mau xay ra chi yéu Ia
do suy chiic ndng gan. Tuy nhién, bénh |i do bat thudng chuyén hoéa vong ure lai thudng biéu hién sém
& tré sd sinh va tré nho vdi triéu chiing 1am sang kha ram rd. Trong do, c6 mot s6 bénh |i rdi loan chuyén
hoa c6 thé khéi phét & tudi trudng thanh véi bi€u hién 1am sang thudng kin déo va chi dugc chan doan
khi xuat hién cac biéu hién héi chiing ting NH; mau. Dudi day la mét ca bénh cé biéu hién 1am sang
giong héi chiing ndo gan, nhung khéng do bat ki bénh li gan man tinh nao gay ra.

Tirkhéa: Tang amoniac mau, vong ure, emzym citrin, réi loan chuyén héa chu trinh ure.

Summary

In adults, the main reason for hyperammonemia syndrome is hepatic dysfunction. However, urea
cycle disorders usually present in infants and young children with severe clinical symptoms. A few
disorders not only have their onset in adults but also start with quite clinical manifestations. It can be
diagnosed until presenting hyperammonemia syndrome. This is a clinical case that is similar to hepatic
encephalopathy syndrome - not caused by any chronic liver diseases.

Keywords: Hyperammonemia, ure cycle, citrin enzyme, urea cylce disorders.

1.Pat van dé

RSi loan chuyén hoéa chu trinh ure (Urea cycle
disorers-UCDs) xay ra khi c6 su thiét hut hodc bat
thuong chiic nang cta bat ki enzym tham gia
chuyén héa ure; ti 1& xuat hién nhém bénh nay la
khodng 1/35.000; trong d6 2/3 téng s& bénh nhan
¢6 biéu hién 1am sang vao thai ki sa sinh [1]. Citrin 1a
enzym c¢b vai trd van chuyén aspartate va
gluatamate gilta bao tuong va ti thé. Su thiéu hut
citrin, xay ra do dot bién lan & gen SLC25A13 gay
tang citrulin mau thudng xudt hién & vung Déng A
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[2] v&i biéu hién 1am sang thudng gdp nhat 13 hoi
ching tang amoniac (NH;) méu. Dudi day la ca lam
sang bénh nhan réi loan chuyén héa NH, do ting
citrulin mau khai phat & tudi truéng thanh (Adult
onset type Il Citrulinemia - CTLN2).

2. Truong hop lam sang

Bénh nhan nam, tién si khde manh, biéu hién
bénh lan dau vao nam 20 tudi, triéu ching khai phat
la mat mg, thi luc giam, khéng kém sét hay dau dau,
sau do y thic cham dan, tho o, di vao hon mé dugc
ngudi nha dua vao bénh vién kham va diéu tri. Tai
day bénh nhan dugc lam cac xét nghiém chan doan
va tim nguyén nhan (Bang 1); trong s6 chi bat
thudng & xét nghiém men gan va NH; mau, déng
thai khong c6 bang chiing khang dinh xo gan hay
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bénh Ii gan do r6i loan chuyén héa dong hay thiéu
hut G6-PD. Cac phuang phap chan doan hinh anh
dugc thuc hién khéng phat hién bat thuong tai nhu
mo ndo, mach mau ndo. Bénh nhan dugc chan doan
hoéi chiing ndo gan, diéu tri theo phac d6 bao gém
thu6c nhuan trang, BCCA (Axit amin khéng phan
nhanh), khang sinh, ché d6 an gidam protein; tinh
trang lam sang cai thién dan, y thuc tinh tdo hoan
toan. Sau khi ra vién, bénh nhan va gia dinh dugc
hudng dan ché do6 an, va dung thuéc du phong héi
chiing ndo gan.

Bang 1. Xét nghiém can lam sang
tai thai diém khéi phat

xétc:;li(i)ém Két qua Pon vi
Glucose 5,23 mmol/L
AST 189,91 u/L
ALT 226,26 u/L
GGT 54,84 u/L
Bilirubin TP 22,8 pmol/L
Bilirubin TT 3,7 umol/L
NH3 68,23 umol/L
HBsAg Am tinh
Anti HCV Am tinh
MRI 50 ndo Khong thay h‘mh anh bat thuong

noi so

A Séng cham Theta,

Bien nao Deltga hai ban cau

Tuy nhién, trong vong 7 thang tu khi khéi phat
triéu ching dau tién, bénh nhan tiép tuc c6 biéu
hién r6i loan y thic véi tinh chat tuong ty it nhat 3
lan, tan suat xuat hién triéu chiing day hon (thang 4
-9-11-12 nam 2022), déng thdi mbi lan xuat hién
triéu ching déu co két qua xét nghiém NH; mau
tang cao (Bang 2). Bénh nhan dugc diéu tri theo
phac dé truéc dé6 nhung dap Ung kém trén lam
sang, tinh trang réi loan y thiic khong cai thién hoan
toan, bénh nhan tiép tuc c6 biéu hién ngu g3, lo mo,
tham chi di vao hén mé. Bén dau thang 12/2022,
sau khi dugc cho ra vién 2 ngay, bénh nhan biéu
hién réi loan y thuc trd lai, Ian nay dugc ngudi nha
cho nhap Bénh vién TUQD 108 diéu tri.
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Bang 2. Xét nghiém NH,
mau trong cac dot diéu tri nam 2022

Thang | Thang | Thang | Thang
4 9 11 12
NH; mau
(umol/L) 68,23 64,04 392 394
(6-47)

Kham thuc thé tai thai diém nhap vién: Y thic lo
ma, ti€p xdc cham, dinh huéng khong gian, thoi
gian khong chinh xac. Thé trang gay (BMI= 15,2).
Khong sét, khong phu, khong xuat huyét dudi da.
Tuyén giap khong to. Qua trinh tham kham khéng
phat hién t6n thuong tai cac co quan khac, khong co
dau hiéu than kinh khu trd, khong cé hoéi ching
mang hao.

Bang 3. Mét s6 xét ngiém cén lam sang
tai th&i diém nhap vién

xétc:;:i)ém Két qua Pon vi
Glucose 5,59 mmol/L
AST 60,5 u/L
ALT 61,2 u/L
Bilirubin TP 19,2 pumol/L
Bilirubin TT 4,8 pumol/L
NH3 238 pumol/L

pH 7,45
Khi mau Anion Gap (AG) = 13,4.
Lactate=1,8

Sau 2 ngay diéu tri véi truyén dich va liéu phap
BCCA, thu6c nhuan trang, tinh trang bénh nhan co
cai thién, y thic dan tinh tdo hon. Tuy nhién, trong
vong 1 tuan tu khi nhap vién, bénh nhan bat dau
xuat hién cac con co giat kiéu dong kinh toan thé,
moi con kéo dai khodng 1 phut, trong con mat y
thuc, sau con cam giac |4 lan, mét, y thuc cai thién
dan dan. Pé loai trir ton thuong thuc thé tai than
kinh trung uong, bénh nhan dugc chi dinh chup MRI
nao - mach ndo, ngoai hinh dnh nang mang nhén
vung tran phai, khéng cé hinh anh bat thuong vé
mach mau ndo hay nhu mé ndo nao khac. Do dé,
bénh nhan dugc tiép can va tim cac nguyén nhan
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khac gay tang NH; mau. Mét s6 xét nghiém can lam
sang dugc trién khai. Qua két qua phan tich nudc
tiéu, khdng phat hién bat ki axit hitu co niéu, déng

thai két qua dinh lugng mét sé axit amin trong mau
thé hién trong bang dudai day (Bang 4).

Bang 4. Két qua dinh lugng mét sé acid amin trong mau tai Bénh vién Nhi Trung uong (don vi: pumol/L)

Tén acid amin Két qua . Gia tri‘ Tén acid amin Két qua s Gia tri‘
binh thuong binh thuong
Asparagine 34,45 35-74 Lysine 182,82 48-284
Serine 56,46 58-181 Tyrosine 43,51 34-112
Arginine 1,63 15-128 Valine 92,98 119-336
Glycine 21542 151-490 Isoleucine 26,98 30-108
Aspatat 3,05 0-25 Leucine 41,34 72-201
Glutamat 69,78 10-131 Alanine 145,01 177-583
Citruline 658,70 12-55 Ornithine 115,48 48-195
Bénh nhan c6 ndng do citruline trong mau tang 3.Ban luan

rat cao, kha nang cé bat thudng trong chuyén hoéa
vong ure. Do d6, xét nghiém xac dinh cac dét bién
gen lién quan da dugc thuc hién; két qua phat hién
01 bién thé déng hop tir dugc phan I6p gay bénh
trén gen SLC25A13 (dang di truyén lan). Bénh nhan
dugc xac dinh chin doéan Citrulinemia typ Il khéi
phat & tudi truéng thanh (Adult onset type I
Citrulinemia - CTLN2).

K& hoach diéu tri dugc dat ra bao gém:

Ché d6 dinh duéng giau dam, nhiéu chat béo
nhu cac ché pham tur dau, ca, tring, thit lgn. Bén
canh d6 han ché thic an chida carbohydrate, két
hop st dung ché pham stia chira MCT (Median Chain
Triglycerides) khong cé lactose nhu cac bia phu
trong ngay.

Thudc hé trg chuyén hoa chu trinh ure bao gém
Arginine 500mg liéu 2 vién/ngay; khéng st dung cac
ché phdm c6 chua glucose.

Tinh trang bénh cai thién ro rét sau 2 ngay diéu tri
theo ké hoach, bénh nhan tinh tao hon, van déng sinh
hoat binh thudng, cling nhu khong xuat hién thém
con co giat nao nifa cho dén thai diém dugc ra vién.
Tuy nhién cac phuong phap diéu tri ndi khoa nhu trén
chd yéu la diéu tri triéu ching, kiém soat amoniac
mau. 9 thang sau khi ra vién, bénh nhan tang duoc
10kg, sinh hoat binh thudng, da di hoc lai va khong tai
xudt hién bat ki biéu hién 1dam sang nao khac.

Bénh tang citrulin méu (Citrulinemia) dugc chia
thanh 2 type: Type | xdy ra & giai doan sa sinh, triéu
ching 1dm sang dién hinh, ram ro, do su thiéu hut
arginosuccinate synthetase (ASS) tién lugng bénh
nhém nay kha xau; type Il gay ra do su thiéu hut Citrin
- enzyme ¢6 vai trd van chuyén arpartate/glutamate
trong chu trinh uré gay tang amoniac mau va la
nguyén nhan cuta cac réi loan chuyén hoa trong co
thé & cac muc dé khac nhau phu thudc vao tudi khéi
phat bénh. Trong y van da cé moét s6 bao cao ca lam
sang vé cac trudng hop CTLN2 véi do tudi va yéu té
khd&i phat bénh khéng giéng nhau; trong dé c6 nhiing
ca bénh dugc chan doan kha tinh ¢& [6], [8], thdm chi
sau mot thoi gian dai diéu tri bénh Ii tam than kinh
khac nhu déng kinh, tam than phan liét [7, 5]. Nam
2017, tac gia Vi Thi T6 Uyén chia sé kinh nghiém vé
dic diém lam sang cta 5 bénh nhan nhi mac
Citrulinemia [5]; trong d6 2 bénh nhi dugc chan
doan CTLN2 déu phat trién hoan toan binh thudng
sau sinh, khéi phat bénh muén véi cac triéu ching
bat thudng vé than kinh nhu tang truong luc co, co
giat, cham phat trién, di vao hon mé cung véi két
qua xét nghiém amoniac mau tdang cao.

Nguyén nhan CTLN2 dugc xac dinh do dét bién
trén gen SLC2513 c6 vai tro chi phoéi hoat dong clia
enzyme Citrin. Mét nghién ctiu ctia Kobayashi trén 9
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dot bién clia gen SLC25A13 & cac bénh nhan thudc
2 type bénh Citrulinemia cho thay ti 16 mang dot
bién gen kha cao & Trung Quéc va Nhat Ban (1/79 va
1/69) [3]. O Viét Nam, Bénh vién Nhi Trung uong da
c6 nghién cliu vé tan suat 4 dot bién trén gen
SLC25A13 & 695 bénh nhi vang da & mat kéo dai do
thiéu hut citrin (Neonatal intrahepatic cholestasis
caused by citrin deficiency-NICCD) cho thay dot bién
thudng gdp nhat la 851del4 (90,5%) [4]. Tuy nhién
hién nay chua c6 di liéu téng hgp nao trén nhom
bénh nhan CTLN2, c6 Ié do triéu ching lam sang
thuong bi chong lap véi cac bénh i tam than kinh
khac nén khé khan trong viéc chan doan xac dinh
bénh cling nhu theo déi quan Ii.

Khac vaéi cac bénh UCDs khac, diéu tri CTLN2 cha
yéu thay do6i ché do an udng, bé sung thudc hé trg
chuyén héa NH;; cu thé gidm lugng carbohydate, tang
khau phan dam va chat béo ti 1é dam: Chat béo: Tinh
bot la 25%: 50%: 40%. Khai thac thém tu me bénh
nhan, dugc biét bénh nhan ti nho khong thich an
com va banh keo hay dé ngot, nhung lai rat thich an
tréing va cac loai dau. Bay cling la mét trong sé biéu
hién kin dao ctia bénh CTLN2, dé bi bé qua.

Trén thuc té 1dam sang, khong phai trudng hop
nao tdng NH; mau ciling do suy gidm chuic nang gan.
Mét s& nguyén nhan c6 thé ké dén nhu chdy mau
tiéu hoa, cé shunt bat thudng & hé tinh mach cua,
bénh than man, hat thuéc 13, nudi dudng dudng
tinh mach lau ngay, sau truyén thuéc hoa chat liéu
cao hodac bénh nhan uéng nhiéu bia rugu, hoat
déng co qua muc... clng c6 thé khién chi s6 NH,
tang cao. Bén canh d6, nhdm nguyén nhan do réi
loan chuyén hoéa thdi ki so sinh thudng khai phat
ram rd, ¢ bi€u hién lam sang hoi ching tang
amoniac mau trong vai thang dau sau khi sinh & cac
muc d6 khac nhau, nhiéu trudng hgp tién trién
nhanh, de doa tinh mang cla tré néu khong dugc
chan doan va c6 phuong éan diéu tri kip thai.

4. Két luan

RGi loan chuyén hoa NH, do ting citrulin mau
khéi phat & tudi trudng thanh (CTLN2) Ia mét bénh li
di truyén do dot bién trén gen SLC25A13, biéu hién
lam sang chd yéu la hoi chiing tang amoniac mau vdi
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cac muc d6 khac nhau. Chan doan nhdg khai thac cac
triéu chiing lam sang va xac dinh dot bién trén gen
gay bénh. Thay déi ché dé va khau phan an dem dén
hiéu qua cai thién triéu chiing Iam sang ro rét.
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