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Trong nhom chay mau nao that don thuan,
nguyén nhan gap nhiéu nhat la do phinh mach
nao chiém 47,1%, di dang mach nao chiém
11,8%. Con lai do tang huyét ap 17,7%, chua ro
nguyén nhan 23,4%.
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KET QUA PHAC PO PHOI HQ'P KETAMINVA BENZODIAZEPIN
TRONG PIEU TRI HOI CH’NG CAI RUQ'U NANG

Lwong Qudc Chinh'*3, Dwong Vwong Trung*

TOM TAT

Muc tiéu: Mo ta két qua diéu tri hoi ching cai
rugu nang bdng phac d6 phSi hop ketamin va
diazepam tai Trung tam ChGng doc — Bénh vién Bach
mai. D6i tugng va phuong phap nghién cifu: mé
ta ti€n ctru 25 bénh nhan dugc chan doan hdi chiing
cai rudu nang tai Trung tdm Chdong doc tu thang
8/2021 dén thang 8/2022. Két qua: Phac d6 thanh
céna kiém soat ho6i ching cai 6 92% s6 bénh nhan,
8% that bai, khong c6 bénh nhan t& vona. Diém
CIWA-Ar cao nhat vao naav dau tién va gidam dan vao
cac naay sau dé khi thuc hién phac do. Liéu ketamin &
2 nhdm cat con that bai I16n hon so v&i nhdom cat con
thanh cona, chd véu dudc sir dung trong ngay dau
tién nhap vién. Liéu diazepam cao nhat trong ngay
dau va qgidm dan trong cac ngay sau do6 khi phoi hop
vGi ketamin. K&t luan: Phac do phdi hgp ketamin va
diazepam co6 hiéu qua trong diéu tri bénh nhan cé hdi
chirng cai rugu nang.

Tiur khoa: hoi chiing cai rugu, ketamin, diazepam
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severe alcohol withdrawal syndrome with a
combination of ketamine and diazepam at the Poison
Control Center - Bach mai Hospital. Subjects and
methods: Prospectively describe 25 patients
diagnosed with severe alcohol withdrawal syndrome at
the Poison Control Center from August 2021 to August
2022. Results: The regimen successfully controlled
withdrawal syndrome in 92% of patients, 8% failed,
no patient died. The CIWA-Ar score was highest on
the first day and gradually decreased on the following
days when implementing the regimen. The dose of
ketamine of failed controlling on withdrawal syndrome
group was larger than that of successful group,
mainly used on the first day of hospitalization. The
highest dose of diazepam in the first day and gradually
decreased in the following days. Conclusion: The
combination regimen of ketamine and diazepam is
effective in the treatment of patients with severe
alcohol withdrawal syndrome.

Keywords:  severe  alchohol  withdrawal
syndrome, ketamine, diazepam
I. DAT VAN DE

Ho6i chl’ng cai rugu la dang bénh ly xuat hién
trén nén mot nguGi nghién rugu dot ngbt bd
rugu. Ca ché gay ra tinh trang nay lién quan dén
su mat cdn bang gilta hai hé thdng receptor
GABA (Gamma Aminobutyric Acid) va NMDA (N-
Methyl-D-Aspartat), nghiéng vé hé NMDA cd tac
dung kich thich than kinh trung uong!. Co dén
25% bénh nhan nhap vién cd lam dung rugu bi
hoi chirng cai rudu cap, trong d6 co6 khoang 16-
31% bénh nhan cd tinh trang nang can phai diéu
tri tai don vi cham séc tich cuc (ICU), ty Ié tur
vong cla bénh nhdn cé hoéi ching cai rugu
khong dugc diéu tri la 15% con bénh nhan dugc
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diéu tri la 2%

Benzodiazepin (BZD) la thudc diéu tri chinh
hoi chirng cai rugu cap2. Ketamin (KET) la thudc
d6i van thu th€ NMDA nén cé thé 1a thudc diéu
tri ph6i hdgp trong hoi ching cai rugu cap dat
biét la khi bénh nhan da coé tinh trang khang
BZD3. Ba cd nghién clu cho thay viéc phoi hgp
KET va BZD trong diéu tri hoi chirng cai rugu cap
c6 thé lam giam liéu BZD, giam ty 1&é bénh nhan
phai ddt 6ng ndi khi quan, gidm thdi gian nam
ICU cling nhu thdi gian nam vién®. Tuy nhién, tai
Viét Nam, viéc két hdgp 2 loai thudc trén trong
viéc diéu tri hoi chirng cai rudu nang chua dugc
nghién cGu. Vi vay, ching t6i da tién hanh
nghién clu dé tai "Két qua phdc do phdi hop
ketamin va benzodiazepin trong diéu tri hoi
chung cai ruou nang”. Nham mé ta két qua diéu
tri hdi chiing cai rudu néng bang phac dé phdi
hgp ketamin va diazepam.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU
2.1. Dol tugng nghién ciru
Tiéu chudn chon bénh nhén: Bénh nhan
dugc chan doan hdi ching cai rugu ndng dugc

diéu tri tai Trung tam chong doc Bénh vién Bach
Mai trong thdi gian tir thang 08/2021 dén thang
08/2022 theo tiéu chuén sau:

- Tién st nghién rugu dugc chan doan theo
ICD 10.

- Chan doéan Hbi ching cai rugu: theo DSM
— 5 (Diagnostic and Statistical Manual of Mental
Disorders V)

- Diém CIWA-Ar > 20

Tiéu chudn loai trir:

- Bénh nhan hodc ngudi dai dién tUr choi
tham gia nghién ctru.

- Bénh ly than kinh trung uong: mau tu noi
SO, Viém mang nao ...

- Cé tién s bénh tam than hay dong kinh.

2.2. Phuong phap nghién ciru:

Thié€t ké nghién clru: mo ta tién clru.

C8 mau dugc chon cho nghién clu la
phuang phap chon cd mau thuan tién.

Phuang phap chon mau la lay mau toan bo.

2.3. Thu thap s0 liéu va xtr ly sd liéu.

Cong cu thu thap s0 liéu: bénh an nghién ciu

Xu' Iy s6 liéu: XU tri s6 liéu bang phan mém
thong ké y hoc

So do nghién cau

| Péanh gia bénh nhén cai rudu béng thang diém CIWA-Ar |

I

| Hb&i ching cai rudu mdc dé ning: CIWA-Ar > 20 diém |

!

4| Panh gia diém RASS ‘ 1
& Chua dat an than, RASS 0 + -2
RASS =1
v

- Ketamin (tiém tinh mach): Bolus 1 mg/kg
- Diazepam theo ché& dd liéu cb dinh 5-10
mg x 2-3 [an/ngay

Chua dat an than,

Panh gis diém RASS sau
moi 15 phit dung ketamin

RASS 0 + -2 I

RASS =1

Tiém thém 0,5mg/kg

=i Ti€p tuc doi

ketamin va tiép tuc l&p lai
néu khdéng dat muc tiéu
an than sau mai 15 phut

RASS =1 sau khi dung liéu tai
da ketamin 4,5 mg/kg

P&t 6ng ndi khi quan
+ thd may + an than
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2.4. Pao dirc nghién ciru. Bay la nghién
ctu mo6 ta hoi citu trén cac bénh an cd san nén
hoan toan khéng anh huéng dén bénh nhan. Cac
s0 liéu thu thap dugc gilp cho cac nha lam sang
tién lugng bénh nhan t6t hon, cai thién hiéu qua
diéu tri va nang cao thanh cong cua can thiép.

I1l. KET QUA NGHIEN cU'U

Trong qua trinh nghién cu 25 bénh nhan du
diéu kién tham gia nghién clru, ching toi thu
dugc cac két qua nhu sau.

3.1. Hiéu qua phac do phoi hgp ketamin
va diazepam ~

3.1.1. Diém CIWA-Ar sau moi lén tiém
ngat quang KET _

_Bang 3.1. Dién bién diém CIWA-Ar sau

moi Ian tiém KET

N | Min | Max Tl;'it::;? p
Ban dau | 25 | 20 | 29 Zifsi
St | 25 | 14 | 26 220,; 1=([)),%b01
S e | 25| 10 | 24 174',74i 2:3,%)_001
Ml 2| 7 | 24 154',63i 3=([)),%b01
e 15| 5 | 2 145',26i 4=%?605
M 2] 5 | 20 ay. 5=[())‘,}605

Nhén xét: biém CIWA-Ar gidm cd y nghia
thong ké ngay tU sau lan tiém KET tiém tinh
mach dau tién. Dong thdi, danh gid diém CIWA-
Ar sau cac lan tiém ti€p theo so vGi lan ngay
trudc d6 déu gidm cd y nghia thong ké theo
kiém dinh Mann-Whitney U, vGi p < 0,05.

3.1.2. Dien bién CIWA-Ar qua cac ngay
diéu tri B

Bang 3.2. Dién bién diém CIWWA-Ar
qua cdc ngay diéu tri

Ngay 6 [16| 1 | 11 | 5943,02 | p5-6=0,01
Ngay 7 16| 1 | 8 | 4,6+2,52 | p6-7=0,07
Ngay 8 |11| 0 | 8 |3,1£2,67 | p7-8=0,01

Nhan xét: biem CIWA-Ar cao nhat vao ngay
dAau tién va giam dan qua cac ngay diéu tri. Kiém
dinh Kruskal-wallis cho thay su khac biét c6 y
nghia thong ké véi p < 0,05.

3.1.3. Liéu thuéc KET

Bang 3.3. Liéu thuéc KET

Thanh | That p (thanh
cong | bai ((|:1h=u2nsg) cong-
(n=23)|(n=2) that bai)
Liéu Ketamin 2,34 + 2,52+
(ma/kg) | 071 | 4 | o0 | 0019
Liéu Ketamin
(sBlantiem| 457 | 8 | 3P2F] o018
ngat quang)| ' !

Nhdn xét: - Liéu KET trung binh dugc sur
dung & nhdm bénh nhan nghién ciu la 2,34 +
0,71mg/kg, tuong (ng véi s6 lan tiém ngat
quang KET trung binh la 3,6 + 1,27 lan.

- Kiém dinh T-test cho thay, liéu KET va s6
lan tiém ngat quang KET dugc sir dung cho bénh
nhan & 2 nhdm cat con thanh céng va that bai
khac biét co y nghia thong ké véi p < 0,05.

3.1.3. Liéu thuéc Diazepam qua cac
ngay diéu tri

Bang 3.4. Dién bién liéu thuéc Diazepam

Liéu
Diazepam | n Min Max[frung binh p
(mg/ngay)
Ngay 1 25|20 |40 | 26+6,5
Ngay 2 25|10 |30 | 21,6+7,5 |P1-2=0,01
Ngay3 24| 5 [30 | 19+8,6 P2-3=0,007
Ngay4 (20| 5 |30 | 15,3+7,2 P3-4=0,001
Ngay 5 |18| 5 |30 |13,3+7,28 P4-5=0,238
Ngay 6 (17| 0 |30 | 10,9+7,5 P5-6=0,016
Ngay7 (13| 0 |20 | 8,8+6,18 P6-7=0,124

CIWAaq N | minmax TEund P
Ngay 1 [25| 10 | 26 [20,3%3,72

Ngay 2 (25| 5 | 20 |12,8+3,83|p1-2=0,0001
Ngay 3 25| 3 | 18 | 9,4+3,68 |p2-3=0,0001
Ngay 4 |25| 2 | 18 | 7,844,5 | p3-4=0,001
Ngay 5 [21| 2 | 15| 6,9+3,6 | p4-5=0,001
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Nhan xét: - Lieu DIA dudc si dung cao
nhat vao ngay dau tién diéu tri vdi gia tri trung
binh la 26 + 6,5 mg/ngay.

- Trong 4 ngay diéu tri dau tién, liéu DIA
gidm dan sau cdc ngay diéu tri. Kiém dinh
Wilcoxon cho thay su khac biét nay la cé y nghia
thong ké véi p < 0,05.
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3.2. Két qua diéu tri chung
Bang 3.5. Két qua diéu tri chung
Thong s6 danh gia Gia tri

Ty 1€ cat con thanh cong (%) 92

Thai gian cdt can sang (giG) 4 (3-6)
I'hai gian ton tai héi chirng cai (ngay)| 3,1+1,81
S6 bénh nhan nam ICU (bénh nhan) 10
Thoi gian ndm ICU trung binh (ngay)| 4 (2-7)

IV. BAN LUAN

4.1. Hiéu qua phac do6 phoi hop ketamin
va diazepam. Theo nghién clru cla ching toi,
diém CIWA-Ar clia bénh nhan cao nhat khi nhap
vién vdi gia tri trung binh la 21,8 £ 2,18, bénh
nhan cd diém cao nhat trong nghién ciu 1a 29,
con lai cAc bénh nhan khac déu cé diém CIWA-Ar
> 20. Sau do, ching t6i ap dung phac d6 tiém
KET tinh mach ngat quang ban dau tiém 1
ma/kg sau dé 13p lai sau mdi 15 phut néu diém
RASS >0 vdi liéu 0,5 mg/kg. C8 thé thdy rang, sau
moi lan tiém KET diém CIWA-Ar cia bénh nhan
déu giam cd y nghia thdng ké khi thuc hién so
sanh ghéo cdp diém CIWA-Ar qua cac thdi diém
sau bolus lan 1-2, 2-3, 3-4, 4-5. Dong thdi khi
kh&o sat vé diém RASS tai 2 thdi diém vao vién cho
gia tri trung binh 13 1,84 + 0.9 va thdi diém sau
tiém KET liéu dau cho gia tri trung binh la 1,16 £
0,08. C4 thé thay 2 gia tri nay khac biét cd vy nghia
th6ng ké. Diéu nay da thé hién vai trd ki€m soat
con sang cla KET ¢ y nghia trén 1am sang.

Khi sir dung KET theo phac d6 nghién clry,
lieu KET trung binh dugc st dung la 2,52 + 0,9
mg/kg, tugng Uing véi 3,92 + 1,73 [an tiém tinh
mach ngat quang. Két qua nay chénh Iéch nhiéu
so V@i két qua cua Shah (2018)3 khi sr dung
phac d6 truyén lién tuc KET (diéu chinh theo
triéu chi’ng bénh nhan) doéng thdi s dung
lorazepam truyén lién tuc. Theo Shah, liéu KET
trung binh dudc dung cho bénh nhéan cé trung vi
la 0,75 mg/kg/h véi khoang t&r phan vi la 0,5-1
trong thai gian trung binh la 53,7 + 39,4 giC.
Piéu nay co thé ly gidi do cac si dung BZD nén
cho bénh nhan khi ding KET, su khac nhau do
thai gian tac dung cla diazepam dai han so Vdi
lorazepam vay nén liéu KET trong nghién ctu
cla chung t6i hdu hét sir dung trong ngay dau
nhap vién va vdi liéu thap hon. Trong nghién cru
cla chung toi, liéu KET va s0 lan st dung KET &
2 nhom cat con sang thanh cong va that bai
khac biét cé y nghia thong keé.

Liéu DIA trung binh s dung cho bénh nhan
cao nhat vao ngay th& nhat diéu tri 26 + 6,5
mg/ngay. Gia tri nay giam dan theo ting ngay
diéu tri khi so sanh ting cap ngay 1-2, 2-3, 3-4,

5-6, khac biét nay cd y nghia thdng ké. C4 thé
thdy rdng, tuy trong nghién c(tu nay ching toi
dung ché do c6 dinh - benzodiazepin dugc dung
cho bénh nhan vao cac moc thdi gian c6 dinh
trong ngay du bénh nhan co triéu chirng hay
khong thi nhu cau dung DIA cia bénh nhan van
giam dan theo tirng ngay diéu tri. Diéu nay co
thé ly giai do tac dung clia KET dugc sir dung dé
cat con sang ngay khi bénh nhan diéu tri da lam
cho liéu DIA moi ngay cua cac bénh nhan giam
di mdt cach dang ké. Ngbé Chi Hiéu (2002)° liéu
st dung diazepam cao nhat vao ngay thd 2 vdi
lieu la 37,3 £ 38,3 mg, Phan Van Tiéng (2011)°
ngay s dung diazepam cao nhat la 30 mg/ngay;
Nong Thé Doan (2018)7 liéu diazepam cao nhat
vao ngay dau tién la 58,7+ 49,44 mg, va gia tri
nay giam co y nghia thdng ké vao cac ngay sau
dod. So vai cac nghién clru trong nudc trude do,
lieu diazepam cao nhat clia ching toi thap hon
dang k€&, diéu nay co thé Iy giai do cac tac gid
trudc day dung ché do liéu theo triéu chimg cla
bénh nhan. Nghién clfu clia ching t6i cling co
két qua tuong dong véi két qua cua Shah
(2018), Pizon (2018), khi st dung cung vé&i KET,
litu thuGc benzodiazepin va thdi gian sir dung
benzodiazepin gidm dang k& so vdi trudc khi
dung KET. Diéu nay lai khdng dinh rd hon vai trd
cua KET trong viéc gidm nhu cau s dung
benzodiazepin ciing nhu trong cat can sang.

4.2, Két qua diéu tri chung

Vé thoi gian ton tai hdi chirng cai.
Nghién clftu cia ching toi cho thay, thdi gian ton
tai hoi chirng cai trung binh & nhém bénh nhan
nay la 3,1 + 1,81 ngay. Két qua nay tuong dong
vGi Nong Thé Doan (2018) thdi gian ton tai hoi
chirng cai rugu la 3,8 £ 2,24 ngay va Duby
(2014) la 3,5 = 3,5 ngay nhung lai thap han so
vGi Ngb Chi Hiéu (2002) la 4,63 + 3,15 ngay

Vé thoi gian nam vién. Theo nghién cltu
cla chung t6i, thai gian ndm vién co gia tri trung
vi la 8 va khoang t phan vi la 7-11 ngay. Két
qua nay Ién han so véi Nong Thé Doan (2018)
ngay nam vién trung binh 1a 6,2 + 4,26 trung vi
la 5 ngay, s6 ngay nam diéu tri tai Trung tadm
Chéng doc la 6,0 + 4,28 ngay, trung vi la 4 ngay
va Duby (2014) 5,2 + 6,4 ngay®. Tuy nhién lai
tuong tu v@i két qua nghién clru clia cac tac gia
Ngd Chi Hiéu (2002) I3 8,9 + 7,49 ngay, cua Vii
Minh Hanh (2013) la 14,4 £ 1,9 ngay.

O nhém bénh nhan nghién clru ngay, ching
t6i gap 10 trudng hgp hdi chirng cai nang can
nam ICU. Cac nguyén nhan cho tinh trang nang
ctia bénh nhan la kich thich khéng dap U'ng phac
do, toan chuyén hda, suy than, & tré hé hap do
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tac dungh phu cla thubc. Gia tri trung vi thgi
gian ndm ICU ctia nhdm bénh nhan nay la 4
ngay vGi khoang tr phan vi la 2-7 ngay. Két qua
nay thap hon so véi Shah (2018) 8,2+2,4 ngay.
Su’ khac biét nay cd thé do tiéu chudn ndm ICU
cla tirng don vi y té€ khac nhau.

V. KET LUAN

Két qua chung: ap dung phac d6 thanh céng
ki€m soat hdi ching cai 6 92% s6 bénh nhan,
8% that bai, khong c6 bénh nhéan tr vong.

Diém CIWA-Ar cao nhit vao ngay dau tién
va giam dan vao cac ngay sau do khi thuc hién
phac do, su khac biét cd y nghia thong ké.

Liéu KET & 2 nhdm cat con that bai I6n han
so vdi nhom cat con thanh cdng, chi yéu dugc
str dung trong ngay dau tién nhap vién.

Liéu DIA cao nhat trong ngay dau va giam
dan trong cac ngay sau dé khi phoi hgp véi KET.
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M@ dau: Bénh ung thu phoi khong té€ bao nho
(UTPKTBN) Ia loai bénh ung thu cd ty Ié mac va tu
vong ngay cang cao tai Viet Nam. Cac xét nghlem
phan tr cia EGFR, KRAS dugc st dung rong rii dé
dinh hu‘dng diu tri ca thé hoa ¢ bénh nhan UTPKTBN.
Muc tiéu: Khdo sat mot s6 dic diém can 1am sang va
ty 1é dét bién gen EGFR, KRAS & bénh nhan UTPKTBN
tai Bénh vién Pai hoc Y Dquc Thanh Ph& HO Chi Minh.
Po6i tugng va phuong_ phap nghién ciru: DNA
dugc tach chiét tir 111 mau mo FFPE thu thap tir cac
bénh nhan UTPKTBN. Thu vién DNA dugc giai trinh tuw
trén thiét bi NextSeq (Illumina). K&t qua: Theo két
qua NGS, cac dot bién dugc phat hién & gen EGFR
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(52/111, 46,8% bénh nhan), KRAS (16/111, 14,4%).
baGi véi dot blen EGFR co XU erdng phé bién & nir gidi,
Ifa tudi <60 va chd y&u & nhdm Carcindm t& bao
tuyén. Trong khi d6 dot bién KRAS cd xu hu’dng pho
bi€én & nam gldl IFa tubi =60 va nhom Carcindm té
bdo tuyén. Két luan: NGS cho phép xac dinh cu thé
va chinh xéc cac dot bién gen & bénh nhan UTPKTBN.
Td khoa: UTPKTBN, giai trinh tu thé hé mdi

SUMMARY
SURVEY OF SUBCLINICAL FEATURES AND
FREQUENCY OF EGFR, KRAS MUTATIONS
IN PATIENTS WITH NON-SMALL CELL
LUNG CANCER
Introduction: Non-small cell Ilung cancer
(NSCLC) is a cancer with increasing morbidity and
mortality in Vietnam. Molecular assays of EGFR, KRAS
are widely used to guide individualized treatment in
NSCLC patients. Objective: To investigate subclinical
features and frequency of EGFR, KRAS mutations in
patients with non-small cell lung cancer in University
medical center HCMC. Materials and Methods: DNA
was isolated from 111 FFPE samples collected from



