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1. DAT VAN DE

= Til& nhiém Helicobacter pylori (HP) trén thé gi®i rat cao:
hon
m HP
= |a tdc nhan chd yéu gay viém da day man tinh, loet
da day-ta trang. Nguy co VLDDTT O ngwdi nhiém HP
tang gap 3 dén 10 lan.
m [3]

= Diéu tri triét d& HP Iam gidm nguy co VLDDTT va ung
thw da day

[3]: Saruuljavkhlan B et al (2023). Study of Helicobacter pylori Isolated from a High-Gastric-Cancer-Risk Population:
Unveiling the Comprehensive Analysis of Virulence-Associated Genes including Secretion Systems, and Genome-Wide
Association Study. Cancers (Basel), 12;15(18):4528



DAT VAN DE (tt)

= Tinh trang dé khang KS cla HP gia tdng nhanh
= Tai Viéet Nam: HE dé khang Clarithromycin‘vé ,
Metronidazole rat cao, lam cho cac phac do 3 thuoc hay
phac do ndi tiep khong con phu hop
= Dong thuan Masstricht VI (Chau Au) va Hoil Khoa hoc
Tiéu hoa Viéj[ Nam r)ém 2022 [9] khuyén cao diéu tri HP
voi 2 phac do 4 thudc co bismuth:
s PTMB (PPI + Tetracycline + Metronidazol + Bismuth)
= PALB (PPl + Amoxicillin + Levofloxacin + Bismuth)

trong d6 phac dé6 PTMB |a wu tién nhat [9].

[9]: Hoi Khoa hoc Tiéu hoa Viét Nam. Béng thuan chan doan va diéu tri Helicobacter pylori (ban cép nhat 2022).



PAT VAN DE (tt)

= D3 co nhirng NC trong va ngoai nwdc vé phac do PTMB
nhwng chwa NC tai BV quan Tan Phu

= Do d6 NC nay nham danh gia tinh hiéu qua cda phac do
PTMB tai Bénh vién quan Tan Phu trwdc thwe trang
khang thudc ngay cang tang ctia HP, dong thdi danh gia
tdc dung phu cda thudc va sw tuan tha diéu tri ctia bénh
nhan, nham gop phan giam thiéu nguy co VLDDTT va
ung thw da day

= Tén deé tai: Danh gia hiéu qua diéu trj helicobacter pylori
cua phac doé 4 thudc co bismuth trén bénh nhan viém
loét da day ta trang tai Bénh vien quan Tan Phu



2. MUC TIEU NC

Xac dinh ti 1& diéu tri Helicobacter pylori thanh cong clia
phac do PTMB & bé&nh nhan nhiém HP diéu tri tai Bénh
vién quan Tan Phu.

Panh gia sw tuan tha diéu tri cia bénh nhan.

Panh gia tac dung phu cta phac dé diéu tri.



3. TONG QUAN TAI LIEU



3.1. DAT DIEM HP

m Tranh duwoc maoi trwong acid DD:

= Hinh xo0an, — di chuyén nhanh
m CO — tranh acid DD
= Co men — bién acid DD thanh kiém

= Bam dinh cao tai hang vi

= Co6 nhiéu men, khang nguyén déc tb:



3.1. DAT DIEM HP (tt)

= HP va viém loét DDTT:
= Tao men, chat doéc tb — tdn thwong niém mac DD
= Lam tang Gastrin — tang HCL — loét.

F"95% loét ta trang va 85% loét DD co tim thay HP
¥~ C6 sw cai thién bénh sau khi diét trir HP

s chung HP mang khang nguyén CO nguy co' gay di
san rudt va cao hon gap 4-6 lan



3.2. Dich té nhiém HP

Nam 2015: 4,4 ti nguwdi nhiém HP ( dan s6 TG)
Khéac nhau tuy tirng khu vue, ving mién, dk KT-XH

Hooi JKY va cs NC di liéu tlr 62 qudc gia cho thay Chau
Phi c6 ti 1& nhiém H. pylori cao nhat (70,1%), Chau Dai
Dwong co ti 1&é mac thap nhat (24,4%). Cac nwdc dang
phat trién nhiém cao hon cac nwdc phat trién

Viét Nam:
= 2017: dan sb VN [6]
= 2021 (Pao Viét Hang va cs): dan so

[6]: Hooi JKY, Lai WY, Ng WK, et al (2017). Global Prevalence of Helicobacter pylori Infection:
Systematic Review and Meta-Analysis. Gastroenterology, 153(2): 420-42



3.3. Tinh hinh khang thuoc

= Tinh trang HP khang thudc dang tdng nhanh

m Dé khang Clarithromycin, Metronidazole, Levofloxacin la
>15%, dé khang Amoxicillin va Tetracycline <10%

= Viét Nam:

= Vi Van Khién (2019) phan tich gép hon 10 NC: khang
VO Clarithromycin (34,1%),
Levofloxacin (27,9%), Amoxicillin (15%), Tetracycline
(17,9%) [13].

= T.T.K.Twérng (2022) tai mién Nam: HP khang rat cao voi
va Levofloxacin (58,8%) nhwng
thap vé&i Amoxicillin (2,78%), Metronidazol (8,8%) va
Tetracycline (0%) [11].



Y

3.4. Phac do dieu tri HP hién na
Guidelines

Management of Helicobacter pylori infection: the
Maastricht VI/Florence consensus report

3 Theodore Rokkas

ngh {:-15%] or unknown
clarithromycin resistance
|

2nd option/bismuth quadruple
1 locally unavailable

1st option l

1st line Bismuth quadruple Mon-bismuth quadruple
{concomitant)

f’”f fall

¥

2nd line | Levofloxacin quadruple
(or triple)*

5 { l
(if fails)
“'l" Bismuth quadruple®* |— OR — ‘ Levofloxacin quadruple
(or triple)*

Rifabutin triple A
(or bismuth with ﬁ failgf.-

P e
f fails)
other antibiotics)* ‘[ 1_

Levofloxacin quadruple
(or triple)* Bismuth quadruple*® |

Ath line ]_ _J_.__
(if fails) (if fails)

Rifabutin triple | Rifabutin triple

Peter Malfertheiner, et al (2022). Management of Helicobacter pylori infection:
the Maastricht VI/Florence consensus report. Gut 2022;71:1724-1762




HOI KHOA HOC TIEU HOA VIET NAM

THE VIETNAM ASSOCIATION OF GASTROENTEROLOGGY

PONG THUAN CHAN DOAN VA BIEU TRI
NHIEM HELICOBACTER PYLORI

(Ban cap nhat 2022)

Mhiém H. pylori

That bai

That bai

Xét nghiém danh gia 46 nhay cam cla H. pylori vai khdng sinh

PPI + hai khang sinh con nhay cdm va bénh nhan khéng <o tién can di ing
Thét bai

Tam ngung diét trif, tu van nguai bénh
Péanh gid nguy co va cé ké hoach theo dbi pha hop?




Hiéu qua ctaa phac do PTMB

Nhiéu nghién ctu cho thay phac dd PTMB cho hiéu qua rat
Cao.

Tran Dinh Cwong va cs (2017): 91,3-94% [21].

Dwong Hién Thao Lan va cs (2022): 95,2%

Poan Thai Ngoc (2021): 94,7%

T.T.K. Twérng va Vi Quoc Bao (2017): thanh céng dén
97,4% & nhom ITT (intention-to-treat: theo y dinh diéu tri)
va 97,3% & nhém PP (per protocol: theo thiét ké nghién
cwu) [19]

Vi Van Khien va cs (2021) tren sO liéu Cl]a’ 10 nghién ctru
doi voi phac do 4 thuoc co bismuth cho thay ti & thanh
cong diet HP lan dau la 86,6% theo ITT va 93,2% theo PP;
lan hai la 87,3% theo ITT va 89,9% theo PP [24].



4. DOl TUONG VA
PHUONG PHAP NC



m tién ctru, can thiép
khnong nhédm chung.

= Bénh nhan nguoi
Ion (= 16 tuéi) dén kham tai Bénh vién quan
Tan Phu dwoc chan doan nhiém HP (ndi soi
hoac test hoi tho C13)



Bénh nhan dwoc chan doan
nhiém HP va c6 chi dinh diéu tri HP.

m Chan doan nhiém HP:
= test urease nhanh qua néi soi DDTT (Clotest), hoac
» test hoi thé C13.

m Chi dinh diéu tri HP & bénh nhéan [9]:

- Viem/loét da day hay ta trang

- Kho tiéu chirc nang (functional dyspepsia)

[9]: Hoi Khoa hoc Tiéu hoa Viét Nam. Bdng thuan chan doéan va diéu tri Helicobacter pylori (bén cdp nhat 2022).



- Pa that bai phac d6 PTMB truwdc do

- Tién st di wng cac thudce trong phac do nghién ctru
- Ung thw da day

- BN khong tai kham

- BN khéng ddng y tham gia

thang 4/2024 dén 9/2024



Trong do:

= n: la c& mau toi thiéu

= Z=1,96 (la gia tri phan phdi twong ing v&i do tin cay
95%)

= p=0,93latylé % wdc tinh ciia quan thé nghién ctru
(dwa theo NC cua Vi Van Khién [24]).

= e =0,05 (sai sO cho phép +5%)

Vay: n = 100.



Cach thwc hién

= BN du tiéu chuan tham gia NC dwoc diéu tri bang phac
do PTMB trong 14 ngay theo Hoi Khoa hoc Tiéu hoa Viét
Nam 2022 [9], gom:
1. Pantoprazol 40 mg 1 v x 2 /ngay udng trwdc an 30 p
2. Tetracyclin 500 mg 1 v x 4 /ngay, udng sau an va
trwdc ngu toi
3. Metronidazole 250mg 2 vién x 3 /ngay, udng sau an
4. Bismuth 120 mg 1 vién x 4 lan/ngay, udng trwd'c cac
bira an va trwde ngu toi
= Tat ca cac BN dwoc tw van vé nguy co cia HP, hiéu qua
cla thudc diéu tri, cach udng thudc, tac dung phu
thwdng gap cla thudc, va hen tai kham sau 2 tuan.



Theo doi va kiém tra HP sau diéu tri:

= Tai kham sau 2 tuan: danh gia tac dung phu va
sw tuan tha thuoc.

= Sau 4-8 W tiép theo: Kiém tra HP lai (bang CLO
test qua ndi soi hoac test hoi thé C13)

(BN khéng udng khéang sinh hay Bismuth it nhat 4
tuén, thuoc trc ché tiét acid da day it nhat 2 tuan
trire khi kiém tra lai HP)



M6t so dinh nghia cia NC

= Phan tich theo y dinh didu tri (ITT): nhting BN dap tng
tiéu chuan chon bénh va da dung it nhat mét liéu thude
nghién curu.

= Phan tich theo thiét ké nghién ctru (PP): nhitng BN ding
>80% tdng liéu thudc dwoc cap, tai kham day du theo
hen va dong y kiém tra HP sau diéu tri[26].

[26]: Graham, D. Y., Lee, S. Y. (2015). How to Effectively Use Bismuth Quadruple Therapy:
The Good, the Bad, and the Ugly. Gastroenterol Clin North Am, 44(3), pp.537-563



M6t so dinh nghia cia NC

= Danh gia sw tuan thu thudc:[25]
= BN dung < 80% lwong thudc: tuan tha kém
= BN dung = 80% lwong thudc: tudn thu tot.

Tat ca BN (tuan tha tot va tuan thu kém) déu xép vao
nhém ITT (intention-to-treat: theo y dinh diéu tri), BN
tuan tha = 80% ma&i dwoc xép vao nhdm PP (per
protocol: theo thiét ké nghién ctru).

[25]: Lefebvre, M., Chang, H. J., Morse, A., van Zanten, S. V., Goodman, K. J. (2013), Adherence and barriers to
H. pylori treatment in Arctic Canada, Int J Circumpolar Health, 72



Mdrc do tac dung phu

Mdrc dé nhe: gay khé chiu thoang qua, khéng anh
hwédng dén strc khde va sinh hoat.

Vra: gay kho chiu vira cho BN, nhwng khéng anh
hwéng dén strc khde va sinh hoat.

Nang: gay kho chiu nhiéu, cé anh hwédng dén strc khde
va sinh hoat, nhwng c6 thé chiu dwoc va chwa can
ngwng thudc.

Rat nang: anh hwdng nang lén strc khde va sinh hoat,
budc phai ngwng dung thudc.

Katelaris, P. H., Forbes, G. M., Talley, N. J., Crotty, B. (2002). A randomized comparison of quadruple and triple therapies
for Helicobacter pylori eradication: The QUADRATE Study. Gastroenterology, 123(6), pp.1763-1769



Phwong phap thu thap so liéu:

Nhirng BN nhiém HP, thod man tiéu,chuén chon bénh va tiéu chuan
loai trir, sé tién hanh thu thap cac bién sb:

Kham lan 1:

= Hanh chanh: Ma sb bénh nhan, ho va tén, tudi, gi¢i, dia chi, ngay
kham bénh, sb dién thoai lién lac.

= Lich s diéu tri HP (1an dau, 1an 2...)
Kham lan 2:

= Sy tuan tha diéu tri (s6 thudc dworc udng)
= Cac tac dung phu cla thudc

Kham lan 3:

= Kiém tra HP lai (xem xét tinh trang dung céc thuoc khang acid da
day trong 2 tuan, dung khang sinh, bismuth trong 4 tuan trwoc khi
kiém tra HP lai)

= Két qua kiém tra HP lai



= X ly so liéu:

= bang phan mém SPSS 22.0

O Kr]éc biét 9(’) y nghia thong ké khi p < 0.05. Dung phép
kiem x2 dé so sanh 2 ty |é.



5. Ket qua va ban luan



5.1. Dac diém chung ciia mau NC

= Mau NC: 120 BN, déu tuan tha dieu trj theo thiét ké nghién
ctru (PP), nén mau NC theo ITT va PP déu la 120 BN (do d6
chung t6i khong phan tich theo 2 phan nhom ITT va PP).

m Tudi: trung binh: 31,8 (+- 12,2), nhd nhét: 16, I6n nhat: 68

Tudi trung binh trong mau NC thap hon so v&i cac NC
Khac:

Tran Dinh Cuwdng: (41,9) [21]. (p < 0,001)

Tran Thi Khanh Twong: (43,16) [19]. (p < 0,001)



GIOI TINH

45 75
(37,5%) (62,5)

NU
62%

Ty 1& nir nhiéu hon nam, c6 y nghia thong ké

Tran Thi Khanh Twong (ni 56,6%) [19]
Dwong Hién Thao Lan (nir 53,3%) [17]
Ty 1€ nam nhiéu hon nir trong NC cua D.N.Q.Hué [20]



So lan da dieu tri HP trwé'c NC

n(%) p

Picu tri lan dau 63 (52,5%)

Piéu tri 1an sau 57 (47,5%)

Ty 1& BN da diéu tri that bai trwdc d6 kha cao (47,5%)

NC cutia Tran Thi Khanh Twdng nam 2017 tai Bv DPHYD
Tp.HCM [19] : ty I& BN da diéu tri that bai trwdc do: 41,3%
(twong tw NC chung t6i, p =0,16)

— gan 50% BN nhiém HP trong mau NC d& diéu tri that bai
it nhat 1 lan trude do



5.2. HIEU QUA PIEU TRI

108 (90%) 12 (10%)

HP AM
B HP DUONG

Hiéu qua diéu tri dat 90%, rat cé y nghia thdng ké v&i p < 0,001



Hiéu qua dieu tr

NC cua Cac tac gia khac p
chuang toi
T.T.K. Tuong (2017, BV DDHYD Tp. HCM): 97,3% < 0,001

90% Doan Thai Ngoc (2021): 94,7% 0,02
Duong Hién Thao Lan (2022, BVDK Can Tho): 95,3% 0,006

= Két qua NC dat hiéu qua thap hon so v&i cac tac gid trén, co
thé ly gidi b&i sw khang thudc cta vi khuan HP tang 1én theo
th&i gian, va khac nhau gitra cac ving mién

= Mac du vay, hiéu qua trong NC dat 90% la kha cao, chirng to
hiéu qué cta phac do PTMB trong diéu tri HP hién nay, phu
hop v&i cac khuyén céo cua thé gidi (Maastrich VI 2021) va
HOi Tiéu hoa Viét Nam [9].



Hiéu qua diéu tri theo gi&i tinh

Am tinh Duwong tinh p
n(%) n(%)

43 (95,6%) 2 (4,4%)

65 (86,7%) 10 (13,3%)




Hiéu qua theo so lan da dieu tri HP

Am tinh Duwong tinh p
n(%) n(%)
Piéu tri lan dau 58 (92,1%) 5(7,9%)

Piéu tri lan > 2 50 (87,7%) 7 (12,3%)

BIEU TRI LAM B AL BIEU TRI LAM 2 TRE LEMN
sO LAN BIEU TRI




Hiéu qua theo so lan da dieu tri HP

Cac nghién ctru Piéu trj 1an dau Piéu trj 1an > 2
NC chung toi

T.T.K. Tuong [19]

D.N.Q. Hu¢ [20]

Vi Van Khién véi phan tich
gop hon 10 nghién ctru [24]

= Nghién clru clia chiing téi twong dong véi cac tac gia trén,
cho thay hiéu qua cua phac do 4 thudc co bismuth rat cao,
ngay ca trén doi twong da that bai diéu tri trwedc do (trén
85%)



5.3. Ty lé tuan tha diéu tri

NC chung toi

Murc do tuan thu n=120

tuan thi kém (dung thuoc < 80%) 0 (0%)

tuan thi tot (dung thudc > 80%) 120 (100%)

T.T.K. Twong
n=196

3 (1,6%)

193 (98,4%)

= Céc bénh nhan trong NC c6 dén 70% tac dung phu nhwng
merc dd cé thé chiu dwng dwoc va déu dung thudc = 80%,

khéng trwérng hop nao phai ngwng thudc.



5.4. Ty lé cac tac dung phu:

Tac dung phu

NC cuia chung toi

Khong ¢6 td phu

Co6 it nhat 1 td phu

Mét moi

Chan an

Buon non

Roi loan vi giac

Chong mat

Ti€éu chay

Khac

n Y%

NC cua T.T.K. Tuong
(“0)
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Ty lé cac tac dung phu

Mét moi

100
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Mdrc do tac dung phu (%)
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19.2

- 42 0
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1.

6. Két luan

Hiéu qué cla phac dd PTMB la 90% (p < 0,001). Hiéu
qua & nhom dwoc diéu tri lan dau 1a 92,1% va & nhém
dwoc diéu tri 1an sau 1a 87,7%. Hiéu qua diéu tri & nam
(95,6%) va nr (86,7%) khac biét khéng co6 y nghia
thong ké (p=0,2).

. Tat c& bénh nhan trong dan s6 nghién ctru déu dung

thuoc = 80% tong luvong thudc theo phac do. Ty Ié tuan
tha diéu tri dat 100%.

Ty |& bénh nhan ¢é it nhat 1 tac dung phu 1a 70%. Cac
tac dung phu thwdng gap nhat [a mét mai (48,3%),
chan an (27,5%), budn ndn (25,8%), roi loan vi giac
(20,8%) chéng mét (18,3%), tiéu chay (3,3%) va khac
(15%). Mirc d6 tac dung phu da phan la nhe va co thé
chiu dwng duwoc.



Kién nghi

= Can khuyén céo diéu tri HP bang phac d6 PTMB béi tinh
hiéu qua cao trwdce tinh hinh khang thudc cuta vi khuan
HP ngay cang gia tang nhanh chong

= Can c6 nhirng nghién cu thém vé phac dd PTMB trén
cac mau Ién hon, cling nhw nhirng nghién ctru khac dé
danh gia diéu tri HP khi that bai v&i PTMB, nhw phac do
PALB






