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Cefotaxime vGi ty I€ khang lan luct la 71.4% va
66.67%, k&t qua nay cao han dang ké so vdi két
qua khao sat ctia Bénh vién Nhi Trung Udng
2020-2021 khoang 10-15%, cla Bénh vién San
Nhi Nghé An 2021 la 42,9% va 50%; dac biét &
nghién clru SOAR 2016 — 2018 thi ty Ié nay chi la
10,6% [4], [5], [6]. Qua day ta thdy dugc su dé
khang nhimg khang sinh nay cé xu hudng tang
lén rat nhanh va can kiém soat chdt ché& viéc st
dung khang sinh khi diéu tri NKHH do S.
pneumoniae.

V. KET LUAN

Tinh hinh dé khang khang sinh cla tac nhan
gay nhiém khuan ho hap tang cao han so vdi cac
nghién ctu trudc day & cac nhom khang sinh
betalactam * (fc ché betalactamase, macrolide
va aminoglycoside. Mdc du nghién ctfu nay chi ra
khang sinh nhém quinolone va carbapenem van
con nhay cam tdi 90% nhung day cling la mot
bdo ddng cho cac nha thuc hanh 1dm sang, thé
hién sy can thiét cho mét chién lugc sir dung
khang sinh hgp ly hon. Song song, cac khao sat
tinh hinh tac nhan nhiem khuédn ndi chung va
bénh canh nhiém khuan hé hap néi riéng cung vGi
d&c diém dé khang khang sinh nén dugc cap nhat
thuGng quy tai bénh vién cling nhu’ véi qui mod da
trung tdm dé c6 cd sé thuc tién trong Iya chon
khang sinh diéu tri ban dau hgp ly va tGi uu.
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PAC PIEM LAM SANG, XET NGHIEM VA KET QUA PIEU TRI
ROI LOAN CHUYEN HOA CHU TRINH URE THE SO’ SINH

TOM TAT.

RGi loan chuyén héa (RLCH) chu trinh ure Ia tinh
trang amoniac mau tang do thiéu hut cac enzym can
thiét trong qua trinh chuyen héa ure. Chan doan va
d|eu tri s6m glam ty 1é tr vong, di cerng Muc tiéu:
mo ta dic diém kleu hinh va két qua diéu tri cla RLCH
chu trinh ure thé sd sinh tir 2010 dén thang 9/2021.
Két qua: 26 benh nhan tir 15 gia dinh véi tudi khéi
phat trung vi 3 ngay (1-4 ngay). 33,3% bénh nhan
cb tién sir gia d|nh Ly do di kham: thay doi tri g|ac
bd bi/bu kém, ndén. Tinh trang IGc vao vién: 93,2% rGi
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loan tri giac, 57,7% non va 53,8% bu kém/bd, 100%
tang amoniac mau, tang lactat, 96,1% giam ty Ié
prothrombin, 61,6% tang transaminase. Diéu tri bang
thuéc ha amoniac mau, loc mau va truy‘én glucose da
cu song dugc 38,5% bénh nhan. Két luan: Xét
nghlem amoniac can thiét ¢ cac bénh nhan sa sinh bi
dm dé& chan doan sém rdi loan chuyen hoa chu tr|nh
ure. Truyen glucosse, thudc ha amoniac mau, loc mau
c6 két qua tot.
Tir khoa: RGi loan chuyén hod chu trinh ure

SUMMARY

CLINICAL AND LABORATORY
CHARACTERISTICS, OUTCOME OF LATE —

ONSET UREA CYCLE DISORDERS
Urea cycle disorder (UCD) is a condition of
increased blood ammonia due to deficiency of
enzymes necessary for urea cycle metabolism. Early
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diagnosis and treatment reduce mortality and
sequelae. Objective: Describe the phenotypic
characteristics and treatment outcomes of neonatal
URD from 2010 to September 2021. Results: 26
patients from 15 families with a median age of onset
of 3 days (1-4 days). 33.3% of patients had a family

history. Reason for examination: altered
consciousness, refusal to breastfeed/poor feeding,
vomiting. Condition  at  admission: 93.2%

unconsciousness, 57.7% vomiting and 53.8% poor
feeding, 100% increased blood ammonia, increased
lactate, 96.1% decreased prothrombin time, 61.6%
increased transaminase. Treatment with blood
ammonia lowering drugs, hemofiltration and glucose
infusion saved 38.5% of patients. Conclusion:
Ammonia testing is necessary in sick newborns to get
early diagnosis of urea cycle disorders. Glucose
infusion, blood ammonia lowering drugs and
hemofiltration have good outcome. Keywords: Urea
cycle disorders, Urea cycle defect.

I. DAT VAN DE

R&i loan chuyén héa (RLCH) chu trinh ure la
bénh réi loan chuyén hda bam sinh déc trung bdi
tinh trang amoniac trong mau tang cao do thiéu
hut cac enzym can thiét trong qua trinh chuyén
hda ure.

RGi loan chu trinh ure 1a bénh hiém gap, tai
Hoa Ky, tan sudt mac bénh khoang 1/35.000 tré
sd sinh s6ng.! Theo nghién clru cla Uchino va
cdng su, tai Nhat Ban ty Ié mac la 1/50.000 tré
sd sinh s6ng.?

Lam sang dudc chia thanh 2 thé chinh la thé
sd sinh khdi phat giai doan so sinh va thé muén
khdi phat sau giai doan sd sinh. Ty |é thé sa sinh
chiém tUr 20 - 44%. RLCH chu trinh ure thé sém
dién bién nhanh va bi€u hién khdng déc hiéu
nhu mot tinh trang nang § tré sd sinh.> Bénh
thudng dugc chan dodn mudn gay hau qua la tor
vong hodc dé€ lai di cerng nang né.’ & nhiing tré
dd dugc chan doén ciing ¢ thé xudt hién dgt
cap do yéu t6t khai phat nhu nhiém tring, bd
diéu tri.

O Viét Nam, chua cd nhiéu nghién clu vé
RLCH chu trinh ure thé sg sinh. Do d8, v8i mong
mudn gilp chan doan sém cling nhu cé cac bién
phap xU tri t6i uu cho nhdém bénh nhan RLCH
chu trinh ure thé so sinh, ching tdi tién hanh
nghién c(fu nay vdi muc tiéu mé ta dic diém 1am
sang, xét nghiém va hiéu qua diéu tri cta RLCH
chu trinh ure thé sa sinh.

II. DOl TUONG VA PHUO'NG PHAP NGHIEN CU'U
2.1. Poi tugng nghién clru. 32 bénh nhan
dudc chan doan va diéu tri tai Bénh vién Nhi Trung
uong tir ndm 2010 dén thang 9 nam 2021.
2.1.1. Tiéu chudn lua chon bénh nhén: Bénh
nhan r8i loan chuyén hoéa chu trinh ure theo tiéu

chuan ctia Hiép hdi bénh hiém thé gidi*:

— Tré sa sinh ¢ nén, li bi, hon mé hodc
chdm phat trién tdm than van dong, réi loan
truong Iuc co.

— NO6ng d6 amoniac trong mau tdng trén 100
pumol/I & tré ngoai giai doan sa sinh.

— Glucose mau va khoang tréng anion binh
thudng

— Phan tich acid amin mau va phan tich acid
hitu co niéu thay déi tuong (ng vdi cac bénh
trong r6i loan chuyén hda chu trinh ure.

- Dinh lugng hoat d6 enzym va phéan tinh
gen la xét nghiém chan doan xac dinh loai réi
loan chuyén hda chu trinh ure.

2.1.2. Tiéu chudn loai trir. Khong Iua
chon bénh nhan khong day da thong tin.

2.2. Phuong phap nghién ciuu

2.2.1. Thiét ké nghién ciru: M6 ta hang
loat ca bénh

2.2.2, €& m3u. Phucng phap chon mau
thuan tién

2.3. Théi gian va dia diém nghién ciru.
Nghién cru dugc thuc hién tai Bénh vién Nhi
Trung udng tor thang 01/2019 dén thang
12/2021.

2.4. Chi s6 va cac bién sd nghién ciru

Dac diém Idm sang, cdn IAm sang

— Tubi, gidi, tién sir gia dinh.

— Tri giac luc vao danh gia theo mirc do hon mé

— Cac dau hiéu than kinh: tang/giam truong
luc co

— Danh gia tinh trang suy ho hap.

— Amoniac mau, khi mau, glucose mau,
lactat mau, SGOT, SGPT, t6ng phéan tich mau,
dong mau ca ban, két qua phan tich gen

— Xét nghiém acid amin mau va phéan tich
acid hitu cg niéu : két qua phan tich acid amin
mau va acid hiitu co niéu

binh lugng acylcarnitin  bang ky thuat
Tandem Mass: Moi bénh nhan dugc lay mot giot
mau vao gidy tham Guthrie, ddm bao kin hét
vong tron gidy thdm, dé kho tu nhién & nhiét do
phong trong 4 gid. Ghi day du tén tudi bénh
nhan va cac dau hiéu lam sang va xét nghiém
VAo cac mau gidy in san. Bénh pham dugc dua
dén khoa Sinh hda dinh lugng acylcarnitine bdng
ky thudt Tandem Mass, phuang phap khdi phé
doi dinh_lugng 1 s acylcarnitine va acid amin
trong mau mau tham kho trén hé thong LC-
MS/MS 8040 ctia Shimazdhu.

Cac xét nghiém khac dugc thuc hién tai khoa
Sinh Hoa, Bénh vién Nhi Trung uang.

2.5. Xt ly soO liéu. SO liéu dugc xir ly theo
thdng ké y hoc bang phan mém SPSS 22.0
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2.6. Pao dirc nghién ciru. Toan b6 thong (251 — 500 pmol/l)
tin nghién ciru dudc tra clu tir ho sd bénh an, Tang cao 5 19.2
cac thong tin dugc bao mat va khoéng can thiép (501 — 1000 pmol/N) !
vao qua trinh diéu tri bénh nhan. Nghién clu Tang rat cao 6 )3 2
dugc ti€én hanh dam bao day du cac nguyén tac (trén 1000 pmol/l) !
vé dag duc r:ghlen ctru. ) T6ng 6 16 61,5
Il KET QUA NGHIEN cU'U , ) Ting [ Tang GOT (UT/D) Ie
3.1. Dic diém chung ciia nhém nghién | ransa- Trung vi 179 PL>
ciru X minase Min — Max (53-916)
Bang 1. Dac diém cua nhom nghién ciu (UI/L) Tang GPT (UI/L) 12
Pac diém nhom N=26 Gia tri i Trung vi 90 46,1
TuBi khdi phat (thang) MT;uPa%;'f 4”gggy . Min — Max (38 éllO)
GiGi va tién st gia dinh N % ITang 11 11
Gidi Nam 15 giticose o (9,8-23)
NI 11 TOng sb 26 100
C6 anh chi em rudt 4 Tang cao (>6mmol/l) 14
Tién sir mac bénh Tang Trung vi 8,8 53,8
gia dinh| Cé ho hang bi bénh 1 lactat Min-Max (6,1-19,2)
N=27 [Khong co tién st gia 9 (nmol/L)| Tang vira (2-6 mmol/I) 12
dinh Trung vi 90 46,2
26 bénh nhan tir 15 gia dinh. 4 gia dinh c6 Min — Max (38-1110)
tién sir anh/chi em rudt t&r vong trong doé 3 gia Tong s6 18 69,2
dinh cé tién st 2 con trai t&r vong, 1 gia dinh cé Toan nhe 10
tién str. Tudi khdi phat xuét hién rat sém thudng (pH: 7,25 - 7,35) 38 4
3 ngay sau dé, s6m nhat 1 ngay tudi. Ty 1& tré¢ | Toan Trung vi 7,39 !
trai méc cao hon nir. chuyen Min — Max (7,36-7,43)
3.2. Pac diém kiéu hinh cia RLCH chu | hoa Toan vira 4
trinh ure thé sd sinh (pH: 7,15- <7,25) 154
Bang 2. Dic diém Iam sang Trung vi 7,16 '
Triéu chifngldamsangN=32 [ N | % Min — Max (7,15-7,20)
Thay doi tri gidac| 24 | 92,3 Toan nang (pH:<7,15) 4
Ly do vao vién NGn 5 57,7 g v 6o [
BO b/bikém | 14 | 53,8 | | in — Max (6,98-7,1)
S ) [
Thay d6i tri giac \F: 168 gg'; Téng bach cau (> 10000 bach
Non 15 57:7 Giam ’ClaéU/ng)lt)h ombin 25
BU kém/bd bl 14 | 53,8 ! tVTr-uﬁg Laromol 5 be1
.—Suy N0 hdp 19 1731 Min — Max (1070) |
ROi loan trudng Ic cd 14 | 538 100% bénh nhan c6é tang amoniac mau
Co giat 4 | 154 trong d6 96,2% tang 6 muc do vira trd Ién. Tang

Ly do vao vién thudng gdp la thay ddi tri
giac ti€p theo non, bd bl. 69,2% bénh nhan vao
vién trong tinh trang rdi loan y thiruc mdc dé P.
Trén 50% bénh nhan bd bu/bd kém va non. Co
tdi 73,1 bénh nhan suy hé hap ldc vao vién.

Bang 3. Bac diém cédn Idm sang

lactat gdp 100%, ti€p theo giam ty Ié
prothrombin gap & 96,1%
3.3. Phucong phap va két qua diéu tri
Bang 4 Cac phuong phap va két qua
diéu tri

Pac diém can 1am sang con
cap N %
Tang Tong s6 26 100
ammo- Tang nhe 1 38
niac (150 — 250 pmol/I) !
mau Tang vua 14 53,8

Phuong phap diéu tri N %
Truyén dich 26 100
L-carnitine 22 84,6
L-Arginine 26 100
Natribenzoat 19 73,1

Loc mau 14 53,8
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Két qua diéu tri

T vong 16 61,5

S6ng 10 38,5

Loc mau da dugc thuc hién trén 14 bénh
nhan tang amoniac mau mdc d6 vira, cao va rat
cao. 16 bénh nhan tlr vong do suy tuan hoan/ho
hap va hon mé sau.

IV. BAN LUAN

Nghién clru cua chdng t6i da thu thap dugc
26 bénh nhan du tiéu chudn nghién cdu. Tubi
khdi phat rat sém trung vi la 3 ngay va sém nhat
la 1 ngay. Co 4 gia dinh (26,7%) co6 tién su
anh/chi em rudt tf vong trong bénh canh tuang
tu, trong d6 cb 3 gia dinh c6 2 con t&r vong. Tién
s 1 gia dinh c6 ho hang bén ngoai cla bénh
nhan cd con tr vong bénh canh tuang tu & giai
doan sc sinh. Néu khai thac dudc tién sl gia
dinh da cd ngudi bi mac bénh hodc nghi ngd
RLCHBS chu trinh ure sé gitp ich rat nhiéu cho
cac bac sy dinh hudng chan doan khi tiép can
cac bénh nhan méc bénh di truyén néi chung va
bénh RLCHBS chu trinh ure néi riéng. Tuy nhién
cling khong dugc mat canh giac véi cac trudng
hop khong khai thac dugc tién sir gia dinh bat
thudng.

Ty |é tré nam cao hon tré gai trong nghién
cltu cb thé giai thich do bénh thi€u hut enzyme
ornithine transcarbamylase (OTC) c6 tinh chat di
truyén lién két X thuong chi€ém ty 1€ cao trong
nhom UCD. Trong nghién c(u cla Marshall va
cdng su' trén 260 bénh nhan réi loan chuyén hda
chu trinh ure tai Hoa Ky, ti 16 m3c cac thé bénh
[an lugt la thé thi€u OTC chiém 55%, thé thiéu
ASS chiém 27%, thé thiéu CPSI chiém 14% va
thé thiu ASL chiém 3%.> K&t qua nghién cliu
cla Susan Wais Bren, Batshaw ML va cOng su
cho thay 58,5% la thé bénh OTC, 14,4% la thé
ASS, 16,07% la thé ASL, c6 1,32% trudng hop
chua xac dinh dugc thé bénh. S6 tré chua dugdc
chan doan bénh cd ty 18 rat thap.® Theo nghién
clru cta Elena va cong su, ty 1é mdc 6 nam va
nlt la 47% va 53%, gan gidng vdi nghién clu
clia chling toi.”

Ly do vao vién hay gdp la thay dai tri giac:
92,3%, non: 57,7, bo bu/bu kém: 53,8%. VGi
cacly do nay rat de gay nhan dinh chan doan sai
lic mdi vao vién véi cac bénh ly nhiém trung
than kinh va toan than giai doan sd sinh..

P3c diém 14m sang lic vao vién nGi bat vdi
triéu chimg thay d6i tri giac cling la mét triéu
chirng thuGng véi ty 1€ 93,2%. 92,3% tré co
triéu chiing suy giam tri giac mirc d6 tr li bi cho
dén hoén mé tuang duong V-P theo thang diém

AVPU (con dap Ung vdi IGi noi, tiéng dong).
Trong do, tri giac & mic d6 P chiém 69,2%, V
chiém 23,1%. Co 2 tré khong bi suy giam tri giac
tai thdi diém xay ra con cdp dau tién. Tré nay
dugdc dua dén vién sém khi mdi chi co cac triéu
chiing non va bd kém. Nhiing tré nhap vién
trong tinh trang suy giam tri giac nang thu’dng
c6 kem theo triéu cerng suy h6 hap, tim tai vdi
ty Ié 73,1%. Diéu nay co thé giai thich dugc khi
ton terdng ndo cdp dan téi trung tdm hd hap
cua tré bi Uc ché do phu ndo. Cac triéu ching
ldam sang thuGng gdp ti€p theo la non (57,7%),
bl kém (53,8%), r6i loan truang luc co (53,8%)
va co giat (15,4%). Két qua nay tudgng 'ng vdi
két qua nghién cffu ndm 2008 cua Marshall.”
Nhu vay, dic diém 1dm sang ndi bat clia con cap
RLCH chu trinh ure thé sd sinh 1a biéu hién cua
tinh trang ndng toan than va li bi/hon mé.

D&c diém can 1dm sang thudng gép 1a 100%
tdng amoniac mau, 100% tang lactat, 96,1%
giam ty |é prothrombin, 69,2 % cdé toan va
61,6% co tang transaminase. MUc tang amoniac
mau & m(c cao va rat cao chiém ty 1€ 19,2% va
23,2%. MUrc tdng amoniac mau nay anh erdng
nang né tdi chuyen hod & ndo dan tdi hon mé
nhanh chéng va nguy cd tir vong ciing nhu di
chimg ndo cao. Ty |é prothrombin giam & 25/26
(96,1%) V@i trung vi la 42% thap han so véi
nghién clfu cla Elena va cong su’ nam 2013 tai
Tay Ban Nha, trung vi cta ty 1€ prothrombin la
60%.3 Mirc tdng transaminase trong nghién ciiu
cta ching t6i cao han so vdi nghién clu cla
Elena va cong su (GOT trung vi: 54,5 UI/L va
GPT trung vi: 76 UI/L). C6 I€ do bénh nhan cua
chung toi thudng nhép vién vao g|a| doan muodn
cla bénh dan dén thay ddi I6n vé chlic ndng gan
cta bénh nhan. Ngoai ra s6 lugng bénh nhéan
cta chung téi it hon so véi nghién clru cua
Elena.} Nghlen clru co 18/26 (69,2%) tré nhiém
toan chuyén héa & cdc muc dd, trong dd toan
nhe & 10/26 (38,4%) tré, toan vira & 4/26
(15,4%) tré, toan nang G 4/26(15,4%) tré.

TU cac phan tich trén, thdy da s6 tré & thé
sG sinh nhap vién trong tinh trang nang, thudng
¢ suy hoé hap hodc tinh trang nhiém trung kém
theo nén de xay ra tinh trang toan mau. Trong
bénh Iy rGi loan chuyen hoa, tang amoniac mau
va nhiém toan déu cé thé gap G bénh ly rGi loan
chuyén hda chu trinh ure, r6i loan chuyén hda
acid béo hodc acid hitu co.

Nghién clu ctia Elena nam 2013 bao cdo pH
trung binh trong khi mau cta cac bénh nhéan la
7,43 va dao dong trong khoang tur 7 ,36 dén 7,46
va khong 6 tinh trang nhiém toan.® K&t qua nay
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tugng doi khac so vdi ching toi. Lactate la san
pham cta chuyén hda glucose, chuyén pyruvate
thanh lactate nhg pyruvate dehydrogenase.
Nhiém toan lactic c6 thé 1a nguyén phat hodc thlr
phat. Nhiém toan thir phat thu‘dng do nhiéu
nguyén nhan nhu nhiém triing, séc, hon mé, co
giat. Nhiém toan nguyen phat terdng nam trong
bénh canh r6i loan chuyen héa bam sinh vdi biéu
hién nhiém toan chuyén héa nang, ha dutng
huyét, tang men gan, hdi chifng ndo cap. Trong
nghién cltu ctia ching t6i, & nhém tudi so sinh
tat ca déu co tinh trang tdng lactate mau, trong
dé cb 14/26 (53,8%) tré 8 mdc tang cao trén 6
pmol/L. Nhu vay trong khi cac nghién clru trén
thé gidi it gap tinh trang nhiém toan chuyen hoa
va tang lactat trong rdi loan chuyen héa chu
trinh ure, nghién clu cua chung t6i van cé tinh
trang nay. Su khac biét cd thé do bénh nhan
trong nghién clru cta ching t6i d&n mudn va 6
nhiém trung kém theo nén c¢ tinh trang nhiém
toan, lactat. Dy ciing la yéu t6 nhiéu lam béc sy
dé chan doan nham sang nhém rdi loan chuyén
hod acid hitu cd/acid béo hodc ti thé.

Do d6 can phai can trong khi tién hanh diéu
tri, dac biét la trong trudng hgp can truyén lipid
dé téng cung cip nang lugng cho bénh nhan khi
ma chua cé xét nghiém dac hiéu nhu phan tich
acid hitu co niéu, acid amin mau dé chan doan
phan biét 3 bénh trén. Vi vay, ching t6i khuyén
nghi trong cac trudng hdp chua rd chan doan chi
nén truyén dung dich Glucose 10% vGi toc do
phtu hgp trudc khi cd cac xét nghiém dac hiéu.

Cac bénh nhan trong nghién cltu cia ching
t6i dudc diéu tri theo phac d6 bénh ly roi loan
chuyé&n héa quéc t&.” Trong do truyén dich dugc
thuc hién & 100% bénh nhan thudc thé sg sinh.
DAy la bién phap gilp kiém soat lugng protein
dua vao cd thé bénh nhan cling nhu gidp dam
bao dugc nhu cau ndng lugng dé cdt dut phan
Ung di hda cta co thé. Natribenzoat la mdt chat
nhat nitg, gidp lam giam nong d6 amoniac mau
va ¢d 19/26 (73,1%) trudng hgp dugc s dung.
Loc mau la phudng phap gilp loai bdo amoniac
trong mau nhanh chdéng. Trong nghién clfu cla
ching toi, ty 1& loc mdu & nhdm tudi so sinh 13
53,8% cho nhdm bénh nhan tang amoniac &
mlc vira dén rat cao. Sau diéu tri, 10 bénh
nhan con s6ng va 16 bénh nhan t& vong. 16
bénh nhan nay la cac bénh nhan khi vao vién
hon mé va c6 mic amoniac mau tr vira dén rat
cao. Mt do6 tang nang cla amoniac hodc toc do
dao thai cua amoniac anh hudng dén két qua
diéu tri. Picca va cOng su da chi ra rdng bénh
nhan c6 nong do6 amoniac mau tang qua

142

1000pmol/L thi cé ty Ié tr vong rat cao.® Do dé
viéc phat hién s6m bénh trudc khi bénh nhan
tang amoniac mau tang cao hodc rat cao la rat
quan trong dé cru séng bénh nhan.

V. KET LUAN

R&i loan chuyén hod chu trinh ure thé so
sinh thudng khdi phat s6m véi cac ddu hiéu
bénh n&ng khong dién hinh nhu li bi, suy hd hap.
D& chan doan sdm bénh thi can thiét xét nghiém
amoniac mau thudng quy cho cac bénh nhan so
sinh bi 6m. Diéu tri ha amoniac mau bang thudc
va loc mau la diéu tri cap cliu dé clru sdng bénh
nhan.
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