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LOI CAM ON
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PGS.TS. Tran Nhw Dwong, Pho Vién truong Vién Vé sinh Dich t&
Trung wong, nguoi thiy da hét 1ong diu dat, tan tinh chi bao cho tdi cac kién
thirc va k¥ nang trong thuc hanh nghién ctru ctia nguoi lam khoa hoc, dong
vién va tao moi diéu kién thuan loi cho toi trong subt qua trinh hoc tap va
thue hién dé tai, truc tiép hudng dan gitip t6i hoan thanh luan an nay.

TS. Pham Thi Thanh Thiy, nguyén Pho Truong khoa Truyén nhiém —
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vién & Ha ndi” do Quy phat trién khoa hoc va cong nghé quoc gia tai trg, ma
s6 dé tai: 106.03-2012.65; va mot sd dé tai trong chwong trinh hop tac cua
Nhat Ban v6i Vién VSDTTW, nguoi da cho phép toi tham gia dé tai, sir dung
mot phén s6 liéu trong dé tai vao luan an, tan tinh chi bao, chia sé kién thuc
khoa hoc, gitp do toi trong qué trinh nghién clru va thyc hién luan an.

Toi xin tran trong cam on:

- Dang ij, Ban Giam dbc va cac khoa phong cua Vién V¢ sinh Dich t&
Trung wong da tao diéu kién thuan loi gitp t61 hoc tap va hoan thanh luan éan.
- Dang Uy, Ban Giam ddc bénh vién Bach Mai di tao diéu kién thuan loi

cho t6i trong subt qua trinh hoc tap va nghién ctru.



- Phong Dao tao sau dai hoc — Khoa Dao tao va Quan ly Khoa hoc - Vién
Vé sinh Dich t& Trung wong da ludn nhac nho, dong vién khuyén khich, gitp
d& va tao moi diéu kién thuén loi cho toi trong subt qué trinh hoc tap, nghién
cuu va hoan thanh luan an.

- Ban lanh dao Trung tdim Bénh nhi¢t d6i — bénh vién Bach Mai da ung
ho, giap do, tao diéu kién thuan loi cho toi trong sudt qua trinh hoc tap va
nghién ctru.

- Cac théy co trong bd mon Dich t& hoc, Vién Vé sinh Dich t& Trung wong
da nhiét tinh day bao, gitip d& t6i trong suét qué trinh hoc tip va nghién ciu.

- Céc can bd nhéan vién phong Vi khuan Ky khi, khoa Vi khuin, Vién
VSDTTW di gitip d& toi trong qua trinh nghién ctru, thuc hién dé tai

- Tap thé can bd nhan vién Trung tdam Bénh nhiét do1, khoa Hoi stre tich
cuc, bénh vién Bach Mai da nhiét tinh giap do, ung ho to1 trong subt qua trinh
thuc hién dé tai.

T6i xin giri 10i cam on téi chdng, cic con va gia dinh - nhimg nguoi
than yéu da luon dong vién, chia sé, khich 1¢ to61 vugt qua kho khan trong qua
trinh hoc tap va nghién ctru.
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Cl confidence interval khoang tin cay
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CLSI |Clinical and Laboratory | Tiéu chudn Lam sang va Phong
Standards Institude thi nghiém, dé xac dinh ngudng
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infection
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PAT VAN PE

Clostridium difficile (C.difficile) 1a truc khuin Gram dwong, ky khi bat
budc, sinh nha bao, gy bénh bang ngoai doc td. Tiéu chay do C.difficile c6
biéu hién da dang, tir tiéu chay théng thuong, viém dai trang gia mac dén
viém dai trang tbi cép, phinh dai trang nhiém ddc, dic biét nghiém trong &
bénh nhan 1én tudi. Tiéu chay do C.difficile c6 thé gap rai rac trong cong dong
nhung thuong lién quan dén nhiém tring bénh vién, gay nhiéu hau qua nhu
kéo dai thoi gian nam vién, tang vién phi, nguy co tir vong khoang 2% - 6%
[44], [80], [84], tang 1én 13,5% & nguoi cao tudi [47].

Nhiém triung do C.difficile 1a van dé “mdi ndi” dau thé ky 21, duge quan
tam dic biét & cac nudc chau Au, chau Dai duong va Bic MY. C.difficile hién
dugc ghi nhan 1a nguyén nhan hang dau gay tiéu chay ¢ cac nudc cong nghiép
phat trién nhu Canada, Hoa Ky, Vuong qudc Anh... véi hang trim nghin ca
mic va hang chuc nghin ca tir vong mdi nam [80], [153]. Hé théng y té chi
phi nhiéu ti d6-la cho chan doan, diéu tri va kiém soat bénh do C.difficile [14],
[116]. Nhiéu nudc di phai thiét 1ap chuong trinh qudc gia nham giam sat,
tang cudng chan doan, can thiép diéu tri va ngin ngira lay nhiém C.difficile
trong bénh vién. C4c nghién ctru trén thé giéi vé nguy co méc tiéu chay do
C.difficile cho thiy c6 lién quan dén bénh nhéan 1a nguoi cao tudi, mic nhiéu
bénh man tinh lam giam stc dé khang, bénh nhan nam diéu tri trong bénh
vién, diéu tri khang sinh... [80], [106], [124]. Su lay lan va kha ning gay
bénh cua C.difficile & cac nudc con lién quan dén mot sé kiéu gen cua vi
khuan tai cac ving dia 1y khac nhau, nhu ching mang kiéu gen NAP1/027/BI
d3 gay cac vu dich trong bénh vién & Bic My va chau Au; kiéu gen ribotype
078 gay bénh wu thé & chau Au; kiéu gen ribotype 017 thuong giy bénh &
chau A.



Viét Nam chua c6 nhiéu nghién ctru vé bénh lién quan dén C.difficile, do
hau hét cac bénh vién chua thyc hién dugc xét nghiém. C.difficile chi nuoi
cdy duoc & moi truong ky khi tuyét d6i, va phai tim thdy doc té méi co thé
khing dinh chan doan no 1a nguyén nhan giy tiéu chay [35]. Kho khin thuc
hién xét nghiém da gay ra han ché cia cic bac si lam sang & cac tuyén trong
hiéu biét vé dich t& va 1am sang cia bénh do C.difficile. Cau hoi dt ra 13, lidu
C.difficile c6 1a tac nhan dang luu v gay tiéu chay ¢ Viét Nam khong? Cac
biéu hién dich t&, 1am sang chinh 1a gi? Nhimg yéu t6 ndo lién quan dén kha
nang mac tiéu chay do C.difficile tai Viét Nam? Su phan b cac kiéu gen cia
C.difficile & Viét Nam thé nao? Tra 1o cho nhitng cau hoi néu trén thuc sy la
hét strc quan trong, can thiét va c6 y nghia 16n trong 1am sang ciing nhu trong
y té cong cong, giup cho cac nha quan 1y, cac nha chuyén mén, dic biét 1a cac
bac si 1ap ké hoach phong chéng va diéu tri cin bénh ndy. Bénh vién Bach
Mai 1a co so diéu tri da khoa tuyén cudi ciia mién Bic, tiép nhén nhiéu bénh
nhan nang thudc cac chuyén khoa, tu nhiéu bénh vién chuyén dén, c6 mot
luong 16n bénh nhan tiéu chay chua xac dinh duoc nguyén nhan. Xuat phat tir
co s trén, chang tdi da thuc hién nghién ciru nay nham muyc tiéu:

1. Mo ta mot sb dic diém dich &, 1am sang cua tiéu chay do Clostridium
difficile & nguoi 16n tai bénh vién Bach Mai, 2013 - 2017.

2. Xac dinh mot s6 yéu to nguy co méc tidu chay do Clostridium difficile ¢
nguoi 16n tai bénh vién Bach Mai, 2013 - 2017.

3. Xac dinh mot sd dic diém phan bd kiéu gen cua Clostridium difficile gay
tiéu chay ¢ nguoi 16n tai bénh vién Bach Mai, 2013 - 2017.



CHUONG 1: TONG QUAN

1.1. Mt s6 diém dai cwong vé tiéu chay do Clostridium difficile
1.1.1. Vi khuan Clostridium difficile
1.1.1.1. Lich st phat hién Clostridium difficile

Clostridium difficile duoc Hall va O’Toole phéat hién dau tién vao nim
1935, coi nhu modt thanh phan cia vi khuan chi binh thudng trong phéan tré
nhé. Vi kho nudi cy trong 6ng nghiém nén lac dau vi khuan duoc dit tén 1a
Bacillus difficilis, sau d6 1a Clostridium difficile. Nam 2016, n6 dwoc doi tén
thanh Clostridioides difficile. Khi mdi duge phat hién, C.difficile duong nhu
khong lién quan t&i gay bénh cho nguoi va bi lang quén cho dén thoi ky cua
khang sinh. Nhiing truong hop viém dai trang gia mac (m6 ta 1an dau tién vao
nam 1893), trd nén nhiéu hon va ban dau duoc cho 1a do Staphylococcus
aureus gay nén. Ubng vancomycin rat c6 hiéu qua, trd thanh thudc chi dinh
diéu tri cac truong hop viém dai trang gia mac. Pau nhiing nim 1970,
Tedesco va cong su nhan thay, clindamycin diéu tri nhiém tring ky khi duong
nhu gy tiéu chdy nang hon & mot vai bénh nhan. Panh gia tan xuat tiéu chay
lién quan dén diéu tri bang clindamycin két hop véi soi dai trang, 42 trong
200 bénh nhan xuit hién tiéu chay, 20 bénh nhan co bé‘mg chimg viém dai
trang gid mac trén ndi soi, dugc goi l1a “viém dai trang clindamycin”. S.aureus
khong phat hién thdy trong mau phan cua cac bénh nhan nay. Cac nghién ctru
va quan sat sau do cho thiy, st dung vancomycin udng cung lac c6 thé ngin
duoc viém dai trang clindamycin. Laughon va cdng sy da phat hién doc td té
bao trong mau phan bénh nhan viém dai trang gia mac. Nam 1978, Bartlett va
cong su tim ra lién quan gitta C.difficile sinh doc t6 va viém dai trang gia mac

¢ nguoi. Nhitng nam 1980 va 1990, bénh do C.difficile khong phai 1a nguyén



nhan chinh gy tir vong va dugc cho 12 da c6 hiéu biét can thiét dé quan 1y va
diéu tri nhiém trung do C.difficile [27].

Tuy nhién, trong thién nién ky méi nay, C.difficile lai tai xuat hién, gia tang
vé tan xuit va muac do nang. Tai Hoa Ky, s6 bénh nhan nim vién lién quan dén
C.difficile nam 2008 - 2009 Ién t6i 349.000 va 336.600 nguoi [166]. Bao cao
dich t& gan day ctia Hoa Ky dénh gia nhiém tring do C.difficile 1a nguyén nhan
phd bién dang ngai nhit, thay thé ca van dé S.aureus khang methicillin trong
nhiém tring lién quan dén cham séc y té [100].
1.1.1.2. Mot s6 dic diém ciia vi khuan Clostridium difficile

C.difficile 1a truc khuan gram dwong, ky khi tuyét di bat budc, sinh nha
bao, san xuét ra ngoai doc to gdy bénh. Piéu kién @ moi trudng nudi cdy vi
khuan ky khi phai dam bao khong c6 oxy, thay vao d6 1a khi truong hén hop
cac khi N, (80%), CO, (10%), H, (10%). Thoi gian tién hanh cac thao tac
nudi cdy phong thi nghiém ciing phai rat nhanh (dudi 20 phut), dé khong lam
chét vi khuan. Chat lugng khi & phai dam bao khong c6 oxy 6n dinh trong
toan bd qua trinh dé tranh that bai khi nudi cdy vi khuan ky khi. C.difficile la
vi khuan réat kho sinh truong, doi hoi méi truong nudi cay dic biét, giau chat
sinh dudng, c6 bd sung cac chit nhu vitamin K, hemin, mau ngua hodc curu,
nhil twong long dé trimg. Can bo sung chat kich thich qua trinh nay mam cua
nha bao khi phan 1ap C.difficile tir mau phan hodc tir mdi trudng nhu cholate,
taurocholate, glycocholate hay glycine [146].

Trong ty nhién, C.difficile ton tai & 2 dang: dang nha bao va dang hoat
dong. Nha bao ton tai & bé mit méi truong bén ngoai, dat, duong tiéu hoa
dong vat va nguoi, 1a dang khong hoat dong, khong chiu tac dong ctua khang
sinh. Dang hoat dong cua C.difficile chi c6 trong dai trang ciia ngudi; mot so
vat nudi trong nha va dong vat c6 vl hoang dai, chiu tac dong ctia khang sinh,

c6 thé sinh doc t6 hodc khong. Chi c6 chung C.difficile dang hoat dong, sinh



doc t6 méi gay bénh [26], [157]. C.difficile c6 ¢ dudng tiéu hoa cia 3% nguoi
16n khoe manh, 20% bénh nhan nam vién va 25% - 80% tré so sinh [158].
C.difficile trong diéu kién khong thuan loi s& tao nha bao, ton tai ¢ bé mat
moi trudng bénh vién rat dai, téi 12 thang ma khong mat kha ning gay bénh.
Nha bao C.difficile trong dai trang ngudi va dong vat nhiém, khong chiu tac
dong cua khang sinh, rat kho bi loai bo, 1a nguyén nhan gy nhiém cho nguoi
xung quanh do nudt phai d6 dn nhiém nha bao va 1a nguyén nhan cua 20% —
25% tai phat bénh sau diéu tri [133]. Nha bao trong mdi trudng & cong dong
va bénh vién co strc dé khang cao véi nhiét do, chat birc xa, hoa chat, con sat
khuan... [15]. Sat khuan bing con rtra tay nhanh khong diét dugc nha bao,

cho thay sy 14y nhiém cao trong bénh vién.
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Hinh 1.1: Hinh 4nh nhudm gram Clostridium difficile tir méi trwong nudi ciy [55]
Cdc té bao vi khuan dang hoat dong hinh que (té bao sinh dwong); té bao sinh duwong co
noi bao tir va nha bao tu do



Hinh 1.1. cho thdy & tiéu ban nhuoém gram, C.difficile 1a truc khuan gram
duong, kich thuéc 1 x 3 pm. Nha bao & gan dau cuc cta vi khuan hoic & dang

nha bao tu do. Vi khuan dé mat mau tim gentian trong qué trinh nhuoém gram.

Nha bao vi khuan C.difficile:

Hinh 1.2: B& miit nha bao cia C.difficile [157]

Kinh hién vi dién tir d6 phdn gidi cao, quét dwoc cdc 16p xép chong nhau, truyén dit liu
hinh thdi nha bdo ciia ching C.difficile VPI10463 dan trén mét mdt phang. Trdt tw sdp xép
cdc phan protein cua nha bao co thé quan sat dwoc dé dang: 16i (core), vo (cortex), do
ngodi (coat), cdu triic phan ngoai cua nha bao (exosporium) la phan dai rweom ra xung
quanh. Bg suu tdp anh chup hién vi, phong thi nghiém Vedantam.

Nha bao C.difficile c6 thé ton tai ldu va bén vimg trong mdi truong 1a do
c4u triic cia n6. Nha bao gdm 3 thanh phan chinh: 16p 4o ngoai, 16p vo va 15i.
L&p ngoai ciing, noi tiép xuc cta nha bao voi moi trudng goi 1a exosporium,
6 ddc diém cta mot protein giéng collagen, gdm mot 16p ddy paracrystalline
gin cac soi xo, tao bong 1én. C6 hay khong phan exosporium s& quyét dinh
kha ning nidy mam giy bénh cua nha bao. Pha v hodc lam mat 16p
exosporium sé& thdy 16p 4o ngoai, 12 16p bao vé nha bao trong mdi trudng bat
loi bang cdu truc day dic cac electron va protein, bao boc 16p vo va 16i. DNA

nam trong 13i ctia nha bao [15].
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~Hinh 1.3: Cau tric nha bao Clostridium difficile [133]
Phdn ngoai cua nha bao (exosporium), do ngoai, vo, mang, ribosome va loi.

1.1.1.3. Poc t6 va kha ning giy bénh ciia C.difficile

C.difficile c6 trong dai trang nguoi, san xuat ngoai doc t6 va gay bénh. Hau
nhu khong c6 su xAm nhap cua C.difficile vao té bao niém mac dai trang. Hai
ngoai doc t6 do C.difficile san xuét ra gdm: doc td A (toxin A hay tcdA) 1a doc
t6 rudt, 308 kD va doc td B (toxin B hay tcdB) 1a doc té té bao, 250 — 270 kD.
Ca 2 doc to A va B déu co hoat tinh doc té bao. Hiéu qua gay doc xdy ra khi
doc td gén voi céac thu thé ndi bao cua mang té bao rudt, di vao trong té bao.
Pé co chirc ning nay, cac tcdA va tcdB phai vao té bao vat chu bang enzyme
ndi bao va can axit ndi bao dé vao duogc dich bao. Sau khi xAm nhap, doc td A
vao trong té bao rudt, thay thé khung té bao actin lam céc té bao tron lai. Poc
t6 B khi cdy vao té bao ciing giy ra su vo tron cia té bao, cho thay ca hai doc
t6 nay c6 thé co cung phuong thirc hoat dong. Hai doc t6 ndy 1am anh huong
dén sinh 1y té bao va dan dén chét té bao theo chuong trinh. TcdA ciing kich

thich san xuat cytokine dong gop vao giai doan sém cua qua trinh viém trong



viém dai trang gia mac [113]. Tim thay doc t6 trong phan 14 chi diém cho
nhiém trung do C.difficile.

Poc to A gay ting tiét dich, pha hay mang nhdy va viém rudt khi tiém vao
rudt dong vat thi nghiém. Doc td B ¢6 kha ning gy doc gip 10 - 1000 lan
doc to A, 1a mot doc t6 té bao trong cdy mo [82]. Khi tiém doc té A va doc td
B cho dong vt thi nghiém, c6 kha ning giy cho chung tén thuong than kinh
thuc vat va tir vong. Co ché hoat dong trong té bao cua doc td A va doc to B
van con chua duoc hiéu r6. Hoat dong cua tcdA va tcdB dang duoc danh gia
lai vé churc ning va céac tac dong phu thém cua no.

C.difficile san xuét ra doc tb A, doc td B va gay bénh. Luc dau, nguoi ta
nghi doc td A 1a tac nhan doc t6 chinh, nhung gﬁn day tam quan trong cua doc
t6 B da dugc khang dinh. Ca hai doc t6 A va B déu gdy viém dai trang lan toa
va ton thuong té bao biéu md, gy mat dich véi biéu hién tiéu chay. Chua ghi
nhan trén ngudi trudng hop bi bénh do C.difficile chi c6 doc t& A ma khong
c6 doc to B. Do vay, khi chan doan bénh do nhiém C.difficile, nguoi ta ghi
nhan chung C.difficile A+B+ hodc chiing C.difficile A-B+.

Mot sb it ching san xuat doc tb kép (binary toxin) hay CDT (Clostridium
difficile transferase) c6 trong lugng phan tir 43 kD. Nhitng chung cé thém ddc
t6 kép (chung ribotype B1/NAP1/027 va chiing ribotype 078) giy bénh canh
lam sang ning hon nhitng chiing khong c6 doc t6 nay [19]. Vai trd chinh xac
trong sinh bénh hoc vé doc luc cua chung sinh doc td kép van chua biét rd,
nhung mot sé nghién ctru cho rang doc td kép c6 vai trod trong viéc dé dang cu
tri cia C.difficile trong vat chii bi nhiém [15]. C6é khoang 6% — 12,5% ching
C.difficile gay bénh thong qua san sinh doc t6 kép [27]. Fatima (2019) dé cap
dén co ché hoat dong cua doc td A la huy hoai phﬁn actin cta céc té bao dich,
gdy xam nhap bach cau trung tinh, bach cau lympho, viém va hoai tir té bao

biéu mo rudt. Boc t6 B pha huy lién két cuia cac té bao bi€u mo, tang tinh



thAm thanh mach va gy xuit huyét. Boc t6 kép lam ting kha ning gin cua vi
khuan vao té bao biéu mé rudt [54].

1.1.2. Tiéu chay do Clostridium difficile

1.1.2.1. Tiéu chay

Tiéu chay 1a nguyén nhan giy bénh va tir vong thir 2 trén thé giéi, udc tinh
mdi nam €6 3,1 tridu nguoi tir vong. O nudc dang phat trién, tiéu chay va tir
vong do tiéu chay cha yéu gip o tré em; cOn & nudc phat trién, tir vong lién
quan dén tiéu chay chu yéu gip ¢ ngudi 16n > 60 tudi (chiém 85%) [62]. Tiéu
chay xay ra khi c6 sy thay doi nhu dong binh thuong cta rudt, dic trung boi
gia ting luong nudc, khéi lwong hodc sd lan dai tién. Pinh nghia thuong s
dung trong diéu tra dich t& hoc, coi “tiéu chay” khi dai tién phan khdng thanh
khubn hodc 1ong trén 3 1an/ ngay. “Tiéu chay nhiém khuan” noéi dén nguyén
nhan do vi khuan, thudng kém theo nén, budn nén hodc dau bung. “Tiéu chay
cap” 1a tiéu chay xay ra trong khoang < 14 ngay. “Tiéu chay kéo dai” khi tiéu
chay >14 ngay. Mot so coi tiéu chay > 30 ngay 14 “tiéu chay man” [62].

- Tiéu chay c6 lién quan dén st dung khang sinh: Khi ¢6 st dung khang
sinh trong vong 8 tuan trudc tiéu chay. Trong do, 10% - 25% la do doc t cua
C.difficile, mot sb lién quan dén Staphylococcus aureus, Salmonella spp,
Klebsiella oxytoca, Clostridium perfringens chung sinh doc t6 rudt. 70% -
80% con lai khong tim duoc can nguyén vi khuan [20].

- Ti€u chay bénh vién: ti€u chay xuét hién sau nhap vién 48 gio hodc khoi
phat tiéu chay trong vong 4 tuan sau khi ra vién.

- Tiéu chay bénh vién tai phat: bénh nhan phai tai nhap vién vi xuét hién
tiéu chay trong vong 8 tuan sau khi két thuc diéu tri tiéu chay 1an dau. Néu
xuat hién hon 8 tuan sau ngay két thuc diéu tri trude d6 1a tiéu chay mac mai.

- Tiéu chay cong dong: tiéu chay khong thudc cac dinh nghia noi trén.
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1.1.2.2. Tiéu chay do C.difficile

- Tiéu chay do Clostridium difficile: 1am sang cé tiéu chay (phan long 3
lan hodc nhiéu hon trong 24 gid) kém theo: xét nghiém phéan tim thdy doc t6
hodc gen sinh doc t6 cua C.difficile hodc soi dai trang hay xét nghiém md
bénh hoc c6 viém dai trang gia mac.

- CAac loai tiéu chay do C.difficile:

Nhip vién Ra vién
48h l 4 tuéin  4-12 tudn . >12 tudn
Xuét hién triéu chitng
L L L L 1 a
I I I I T >
HO-HCFA CO-HCFA Trung gian CA-CDI

Hinh 1.4: Pinh nghia ca bénh theo thoi gian nhiém C.difficile [35]

HO-HCFA: hospital onset, healthcare facility associated: Tiéu chay do C.difficile xudt
hién tai co sé'y té, lién quan dén cham séc y té

CO-HCFA: community onset, healthcare facility associated C.difficile infection: Tiéu chay
do C.difficile c6 lién quan dén co sé 'y té, xudt hién trong cong dong.

CA-CDI: community associated C.difficile infection: Tiéu chdy do C.difficile tir céng dong.

« Tiéu chay do C.difficile xuat hién tai co so y té (hospital onset
healthcare facility associated: HO - HCFA): xuét hién tai bénh vién, sau 48
gid vao vién. Tiéu chay do C.difficile c6 lién quan dén co so y té, xuét hién
trong cong dong (community onset, healthcare facility associated C.difficile
infection: CO - HCFA): khdi phat tiéu chay trong vong 4 tudn (néu trong
vong 4 — 12 tuan coi 13 trung gian) sau khi bénh nhan ra vién.

« Tiéu chay do C.difficile tir cong dong (community associated C.difficile
infection: CA - CDI): Tiéu chay xuét hién trong cong dong ma khong cé tién
sir phai nam vién trong vong 12 tuan trude dé
1.2. Pic diém dich t&, IAm sang cia tiéu chay do C.difficile
1.2.1. Dich t& bénh tiéu chay do Clostridium difficile
1.2.1.1. Tinh hinh bénh tiéu chay do C.difficile trén thé giéi



11

C.difficile sinh doc t6 gy tiéu chay di dugc khang dinh tir cubi nhitng nim
1970. Nhitng nam 1980 — 1990, nguoi ta cho rang da co thé kiém soat dugc
bénh do C.difficile. Tuy nhién, dau thé ky 21, nhiéu nudc phat trién ghi nhan
su xuét hién cac vu djch tiéu chay do C.difficile chung ddc luc cao, dac biét &
bénh nhan 16n tudi, trong cac bénh vién, nha dudng l3o... v6i bénh canh 1am
sang ning, nhiéu bién chung, tai phat cao, gia ting tir vong [80], [124].

Nam 2002, tai Quebec — Canada, sb ca tiéu chay do C.difficile tang gap 5
1an so v&i nam 1997, chiém 28/1000 ca nhap vién [106]. Nghién ciru 13 nam,
tr 1/1991 - 12/2003, tai bénh vién trung tam dai hoc Sherbrooke — Canada, ti
1&¢ méc tiéu chay do C.difficile da tang tir 35,6/100.000 dan 1én 156,3/100.000
dan [124]. Nam 2005, 30 bénh vién tai Quebec bao cao hang loat ca tiéu chay
do C.difficile mic tai bénh vién, ting gap 5 lan sb ca trung binh ciia cac nim
trude do, lién quan dén ching doc lyc mdi, ribotype 027 [94]. Trung tam
kiém soat va phong ngira bénh Hoa ky (CDC) thong bao, ti 1¢ mic C.difficile
nam 2003 tang gip doi so vi nam 1996, tir 31 1én 61 truong hop/100.000 dan
[38]. Nhiém trung do C.difficile phai nhap vién tai Hoa Ky ciing ting rd rét, tur
25.200 nam 1998 1én 110.600 truong hop nam 2009 [26], [166]. Nhung d6
chi 123 mot phan ba trong tong sé 336.600 truong hop nhidm tring do
C.difficile, 226.000 trudng hop con lai dugc chan doan trong thoi gian nam
vién [166]. Nam 2015, udc tinh ¢6 hon 450.000 truong hop tiéu chay do
C.difficile véi trén 35.000 tir vong [101],[130].

O chau Au, bung phét bénh tiéu chay do C.difficile trong bénh vién duogc
ghi nhan ¢ nhiéu nudc. Vu dich dau tién xay ra ¢ chau Au tir thang 10/2003
dén 6/2004 trong bénh vién Stoke Mandeville cua Anh, véi 174 ca bénh do
C.difficile, 19 ca (11%) tir vong. Vu dich thir 2 cling xay ra trong cung bénh
vién d6 tir 10/2004 — 6/2005, 160 ca méi méc, tr vong 19 ca (12%) [56]. Bi
bat dau diéu tra vé tiéu chay do C.difficile tir thang 6/2006 dén thang 7/2006
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ghi nhan hang loat truong hop bénh & 11 bénh vién va 2 bénh vién khac co
nhimg truong hop bénh 1¢ té. O Ha Lan, thang 4/2006, 5 bénh vién c6 cic
truong hop bénh 1é té va 11 bénh vién c6 hang loat truong hop bénh, tir vong
22%, tai phat 19%. Mién bac nuéc Phép, trong thang 8/2006, 9 bénh vién c6
bung phat ti€u chay do C.difficile v6i 194 truong hop, tir vong 6% [38]. Di
lidu tir hé thng bao cdo tiéu chay do C.difficile tai Anh ndm 1990 - 2004 cho
thiy s6 mic bénh d3 tang tir 1.172 1én 46.501 trudong hop [38]. Bénh vién
Truong dai hoc Oulu (Phan Lan) ghi nhan 221 - 287 trudng hop tiéu chay do
C.diffcile hang nam (giai doan 2009 — 2016), vdi ti 1¢ C.difficile duwong tinh
trong cac bénh pham xét nghiém 1a 10% — 17,8% [111].

Cung véi tang s6 mac tiéu chay do C.difficile, ti 1é bién ching ciling gia
tang: phinh dai trang nhiém doc, phai phau thuat cat dai trang, séc nhiém
khuan va tu vong. Piéu tra & Canada cho théy, tr nam 1991 dén 2003, ti 1¢
bién chung da tang tir 7,1% 1én 18,2% va tir vong trong 30 ngay ting tir 4,7%
lén 13,2% [124]. Bén canh ganh ning vé bénh tat, mic C.difficile con gay ra
ganh ning vé kinh té cho hé thdng y té. Chi phi truc tiép cho chim soc diéu tri
nhiém trung do C.difficile tai Hoa Ky 1a 4.8 ti d6 la nam 2008, chua tinh dén

cac chi phi gian ti€p, quan ly, ki€m soat nhiém khuan, mat strc lao dong...

Giam sat ti 16 mac C.difficile va sy lay lan cua chung doc luc cao (chung cé
kiéu gen 027, con goi 1a NAP1/027/BI va chung 078) di duoc thiét 1ap & cac
ving va qudc gia chau Au tir ndm 2007 [162]. Tai Anh, ti 18 nhiém C.difficile
da giam tr nam 2007 — 2008, lién quan dén viéc giam xuat hién ciia ching
C.difficile NAP1/027/BI, s6 ca tir vong ciling giam 70% trong khoang thoi gian
tir 2007 dén 2010. Nhiéu yéu t6 gbp phan giam ti 1é nay, trong d6 xac dinh
dung chung C.difficile gitp don vi kiém soat nhiém khuan c6 bién phap du
phong hiéu qua [162]. Udc tinh ¢6 7 bénh nhan tiéu chay do C.difficile
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/10.000 bénh nhan ndm vién & chau Au, mot trong nhirmg nguyén nhan nhiém

tring bénh vién hang dau véi 14.000 tir vong/ ndm [110].

O chau A, nhiém tring do C.difficile chua dugc quan tAm nhu mot tac nhan
gy bénh trong bénh vién. Tai Han Quéc, ti 1& mic bénh do C.difficile 1a 1,7 cal
1000 nguoi 16n nhap vién ndm 2004, tdng 1én 2,7 ca/ 1000 nguoi nam 2008
[26], [92], [166] voi 60% - 80% ching C.difficile sinh doc td [142]. Trung
Qudc ghi nhan 36 ca nhiém C.difficile trong 71.428 bénh nhan nim vién tir
1998 t&i 2001. Mét sb ca nhiém C.difficile dugc ghi nhan ¢ Dai Loan, Héng
Kong, Philipin, Thai Lan, Singapo, Malaysia, Indonesia, An D9, Banglades
[36]. Nghién ctru tai bic An D6 tir 1/2001 - 12/2005, 524 mau bénh pham dugc
lam xét nghiém, tim thdy 37 trudng hop do C.difficile [29]. Nam 2009 - 2010,
trong nghién ctu khéc, C.difficile c6 mit trong 8% bénh nhan tiéu chay cip
nam vién va 1,3% bénh nhan tiéu chay tir cong dong [26],[76]. Tai Pakistan,
C.difficile 1a nguyén nhan cia 29% truong hop tiéu chay lién quan dén khang
sinh [26], [64]. Tai Philipin, bénh nhan ndi soi c6 viém dai trang thi 44%
dwong tinh v6i C.difficile [26]. Yoldas (2016) tai Tho Nhi Ky béo cdo 17,1%
bénh nhan ndi tra tiéu chay duong tinh véi C.difficile, trong khi ¢ cong dong, ti
1& nay 1a 15,5% [165]. Mot sb tac gia woc tinh, tai cac nudc Pong A (Trung
Quéc, Hong Kong, Nhat Ban, Han Qudc, Pai Loan) C.difficile co ¢ 19,5%
bénh nhan tiéu chay, tai Nam A (An Do, Malaysia, Singapore va Théi Lan) 1a
10,5%, va 11,1% tai cac nuéc Trung Pong (Iran, Jordan, Co-oet, Li Bang,
Qua-ta va Tho Nhi Ky) [135].
1.2.1.2. Tinh hinh bénh tiéu chiy do C.difficile & Viét Nam

O Viét Nam, viéc phan lap vi khuan ky khi giy bénh gip nhiéu khé khan do
cac phong xét nghiém ctia hau hét cac bénh vién chua dugc trang bi dé nudi
cdy bénh phdm trong modi truong ky khi. Cac nghién ctru va bdo cdo vé

C.difficile con rat it. Nghién ctru tai thanh phé H6 Chi Minh, st dung sinh
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pham sinh hoc phan tir Luminex dé chan doan céc tac nhan dudng tiéu hoa gay
tiéu chay trong 479 mau bénh pham phén, xac dinh dugc cé vai tro giy bénh
cua C.difficile. Nghién ctru da phat hién duoc C.difficile trong 9% s6 mau bénh
pham xét nghiém [52]. Py la nghién ctru du tién tai mién Nam Viét Nam ghi
nhan su c6 mit cua C.difficile. Tuy nhién, nghién ctru nay chua danh gia vé
1am sang, dic diém dich & va cac tip chung cua C.difficile. Trong khi d6, bénh
do C.difficile 12 van dé rat dugc quan tim cta y té thé giéi dau thé ky 21, 6
nguy co cao luu hanh ¢ nude ta do tinh trang lam dung khang sinh, qua ta
bénh vién, cong tac kiém soat nhiém khuan bénh vién con han ché... O mién
Bic Viét Nam, méi chi c6 mot vai bao cdo ca 1am sang 1¢ té mic tiéu chay do
C.difficile [4], [9]. Mot b&o céo ca 1am sang, bénh nhan c¢6 biéu hién tiéu chay
kéo dai khong rd nguyén nhan, sot, suy kiét, tham chi phai chi dinh soi dai
trang dé loai trir cac ton thuong ac tinh. Két qua ndi soi 1a viém dai trang gia
mac. Sau do, bénh phém phan ctua bénh nhan duoc giri dén Vién Vé sinh dich
t& Trung wong, xac dinh tac nhan giy bénh la C.difficile [4]. Cac qui trinh PCR
xét nghiém tim doc té cua C.difficile d3 duoc Vién Vé sinh Dich t& Trung wong
nghién ctru thanh céng nhung van chua duoc Ung dung rong rii trong thuc
hanh 1am sang [7], [8]. Hiéu biét vé nguy co méc bénh va tir vong do C.difficile
clia y té & cac tuyén con han ché nén rat can cac nghién ctru sau hon vé dich té
va lam sang cua bénh do C.difficile tai Viét Nam.
1.2.1.3. Dw phong va kiém soat bénh tiéu chay do C.difficile

Tiéu chay do C.difficile 1a bénh lay truyén theo duong tiéu héa, co thé gay
ra nhitng vu dich trong bénh vién, do nha bao cua vi khuan dé khang rit cao
véi cac chét khir khuan thong thuong, tdn tai 1au dai trén bé mat cac vat dung
trong moi truong bénh vién. Hién nay chua c6 vacxin cho bénh tiéu chay do
C.difficile. Phat hién sém ca bénh co gia tri ngin ngira 1y truyén bénh. Cac

bién phép du phong duoc khuyén cdo 1a: han ché lam dung khang sinh, rira



15

tay trudc va sau tiép xuc véi timg bénh nhan, st dung ging tay trong xtr 1y
chat thai, khir tring méi truong noi ¢ bénh nhan méc tiéu chay do C.difficile
bang cac dung dich khir tring dugc khuyén cao, nang cao nhan thirc ctia nhan
vién y té vé bénh tiéu chay do C.difficile [79], [137]. Khuyén cdo rira tay bang
xa phong dudi voi nude dé loai b cac nha bao ¢6 gia tri hon, Vi ria tay bang
con diét duoc C.difficile dang hoat dong nhung khong di¢t dugc cac nha bao
cua C.difficile [137].

1.2.2. Lam sang bénh do Clostridium difficile

1.2.2.1. Sinh bénh hoc tiéu chay do Clostridium difficile

Bénh 1ay truyén theo dudng tiéu hoa do nudt phai vi khuan C.difficile,
thuong dudi dang nha bao. Nguoi ta tim thiy nha bao cua C.difficile & ban tay
nhan vién y té cling nhu bé mit cac vat dung trong bénh vién nhu ti ban dém,
nhiét ké dién tor, vat dung nha tim, tay nim cira... Nha bao dé khang rat cao
v6i cac yéu td c¢6 hai tir moi truong va thude khir khuan thong thuong, dong
vai tro quan trong trong lan truyén va tai nhiém bénh.

Nha bao bi nuét phai dé khang véi axit da day, ndy mam & hoi trang trong
moi trudng gidu mudi mat, dén moi trudng hiéu khi cia manh trang. O day, vi
khuan dudng rudt binh thuong s& chuyén hoa dan xuat cholate (mudi mat
nguyén phat) thanh deoxycholate (mudi mat thi phat), ngan can sy phat trién
cua C.difficile dd nay mam. Mot it vi khuan d4 nay mam khong gdy hau qua
gi trong mdi trudng hiéu khi ciia manh trang & ngudi khoe manh. Nguoi sir
dung khang sinh hodc c¢6 yéu t6 1am rdi loan cac vi khudn cu tra ¢ rudt giy ra
su tang tuong d6i cua cholate, lam nha bao C.difficile nay mam nhiéu hon, dé
cu tra, sinh doc tb va gay bénh [85], [133]. Poc t6 cua C.difficile giy ton
thuong té bao biéu mé dai trang, kich thich giai phong cac chat tién viém gay
viém dai trang, biéu hién tr tiéu chay nhe dén phinh dai trang nhiém déc,

thing rudt va tir vong [110]. Triéu ching 1am sang c6 thé xuat hién sdm nhat
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la 2-3 ngay sau khi C.difficile cu tra ¢ dai trang [35]. Mot s tai liéu dé cap
dén thoi gian G bénh cua tiéu chay do C.difficile dao dong tir < 4 tudn (61%)
dén > 12 tuan (13%) [80]. Pong thoi, vi khuan tiép tuc hinh thanh nha bao, 1a
yéu td truyén nhiém va dam bao sy ton tai dai dang cua C.difficile. Nhu vy,
bénh nhan nhiém C.difficile co thé mang mam bénh kéo dai. Bénh c6 thé tai
phat khi gip diéu kién thuén loi cho nha bao C.difficile niy mam, phat trién
va sinh doc to.

1.2.2.2. Cac biéu hién 1am sang

- Tiéu chay: 1a triéu chimg ludn co. Tiéu chay dién hinh xuét hién trong
hodc ngay sau diéu tri khang sinh nhung c6 thé xay ra vai ngay t6i 8 tun sau
khi ngimg khéang sinh. S 1an tiéu chay thuong it hon 10 lan/ngay. Phan nhiéu
nuéc, c6 mui hoi dac trung. Phan ¢ thé hoi lay nhdy hay mém (lién quan dén
sy xam nhap hoat dong cua bach cau trung tinh ¢ niém mac rudt), it théy mau
dai thé trong phan (lién quan dén hoai tir xuat huyét té bao biéu mo rudt).

- Viém dai trang gia mac la biéu hién dic trung cho bénh do C.difficile.
Luu ¥ truong hop hiém, khéng co tiéu chay ¢ nguoi bénh mic C.difficile
ning, O liét rudt, ngan su di chuyén cta phan, bénh nhan sau mo, ngudi dugc
dung thudc giam dau nhém narcotic. S6t khong giai thich duogc, ting bach
cau, dau bung & bénh nhan dung khang sinh gan day nén dugc canh giac voi
nhiém trung do C.difficile du khong c6 tiéu chay.

- Triéu chtng toan than khac co thé gip trong nhiém trung do C.difficile:

+ Pau va chudng bung: dau bung dudi am i kiéu co that, khéng c6 diém
dau khu tri: 22% truong hop. Bung chudéng nhiéu hoi [20]. Mot sé it trudong
hop c6 budn non, non.

+ Sot: khoang 28% truong hop, nhiét do c6 thé tdi 40°C.

+ Tang bach cau mau: gip trong 50% trudng hop, co thé trén 50 G/L.

+ Giam albumin mau: ¢ trudng hop nang, tiéu chay kéo dai.
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+ Suy than: khi tiéu chay ning, mit nudc, giam thé tich tudn hoan. Xét
nghi€m c6 ure, creatinin mau tang cao [20], [21].

< Cac thé 1am sang

- Nguoi mang khong triéu ching: ké ca khi mang ching C.difficile sinh
doc t6. Ho thuong co khang thé IgG véi doc t6 cia vi khuén.

- Tiéu chay do C.difficile: ti€u chdy murc nhe hodc trung binh, o1 khi co6
dau thit bung dudi, xuat hién ngay sau ding khang sinh hoic sau vai tuan,
thuong dugc cai thién khi ngirng khang sinh.

- Viém dai trang C.difficile: thuong gip nhat cua nhiém trung C.difficile 1a
viém dai trang khong c6 gia mac. Bénh doi khi nghiém trong véi biéu hién mét
moi, dau bung, budn ndn, chan an va tiéu chay. Co thé mat nudc, st nhe, tdng
bach cdu da nhan. Co thé thdy ton thwong khong dic hiéu loang 16 hodc viém
dai trang timg nét khong co6 mang gia trén ndi soi.

- Viém dai trang gid mac: 1a biéu hién kinh dién cua bénh do C.difficile
toan thé. Cac mang mau vang kich thudc tir 2 - 10mm, nam rai rac trén niém
mac dai truc trang quan sat tdt nhat trén ndi soi. Bach ciu mau co thé trén 20
G/L, giam albumin mau dudi 30g/1, d6i khi c6 dich b bung va chi lién quan
dén viém dai trang gia mac.

- Viém dai trang t6i cp: khoang 3%, tinh cho hau hét cic bién ching
nghiém trong gom thung rudt, tic rudt kéo dai, phinh dai trang va tir vong [41].
Pau bung dudi nghiém trong hoac dau bung lan toa, ti€u chay, cang chudng
bung, doi khi sbt cao, én lanh, tang bach cau. Thuong rat it tiéu chay & bénh
nhan tic rudt do hdu quéa cua ting tiét nhung dai trang gidn mat truong luc.
Xquang bung thay rudt non gidn véi mirc nudc hoi gidng tic rudt hay thiéu
mau hodc gia tac rudt. Chup cat 16p vi tinh bung cé gia tri trong truong hop

nang, xac dinh vi tri dai trang ton thuong voi hinh anh gian dai trang, day dai
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trang, viém quanh dai trang hodc c¢6 khi ty do trong 6 bung. Diéu tri can phiu
thuat cdp ctru cat dai trang, nhung tir vong van toi 57% [41].

- Tiéu chay lién quan dén C.difficile tai phét: 15% — 20% bénh nhan sau
diéu tri tiéu chay do C.difficile thanh cong lai tai xuat hién tiéu chay, thuong
trong 1 tudn sau khi ngimg khang sinh vancomycin hoic metronidazole [154].
1.2.2.3. Phan loai mirc d§ nang tiéu chay do C.difficile

Phén loai mtrc do ning gitp cac thay thudc 1am sang lya chon khang sinh
diéu tri phu hop ngay tir dau.

e Céch phan loai thtr nhat [83]

Tinh 1 diém cho mdi triéu chimg sau:

Tubi >60; S6t >38,3°C; albumin mau < 25g/l; bach cau mau >15G/1.
Tinh 2 diém néu co:

Viém dai trang gia mac khi soi dai trang hoac

Bénh ning can nam diéu tri tai don vi hoi st
Bénh murc d6 nang khi co diém > 2.

e Céch phan loai thtr hai, chia thanh cac thé [35], [68], [86].

- Mic C.difficile nhe - vira: tiéu chay, c6 thé kém theo dau bung.

- Mic C.difficile ning: bach cau méau >15 G/I, creatinine huyét thanh
tang >1,5 giéi han cao ctia binh thuong, sot >38,3°C, albumin méu < 25g/1.

e Mic C.difficile ning c6 bién chimg: tut huyét ap, sdc, tac rudt, phinh
dai trang, thung rudt..., bénh can diéu tri & don vi hdi stc tich cuc.

e Cach phan loai thtr 3, bénh ning khi c6 déu hiéu sau [137].

S6t > 38,3°C; albumin mau <25g/1; bach cau mau >15 G/1; creatinin mau
>133pumol/L (hodc >1,5 lan gié tri nén)

Du nhiéu nghién ctru cho thdy, tiéu chay do C.difficile thuong gdp & nguwoi
cao tudi, bénh nhan nam vién diéu tri ni tru, phai swr dung khang sinh nhung

khong c6 mgt tri€u chirng 1Am sang nao la diac hi€u riéng cho tiéu chay do
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C.difficile. Can co cac xét nghiém vé vi sinh dé khang dinh chan do4n nguyén
nhan tiéu chay do vi khuan C.difficile [42].
1.2.2.4. Cac xét nghiém chan doan tiéu chay do C.difficile

Hoi Dich t& hoc Y té Hoa Ky va Hoi cac bénh truyén nhiém Hoa Ky dinh
nghia ca bénh tiéu chay do C.difficile: Bénh nhan dai tién phan long > 3 lan
trong thoi gian 24 gid va co it nhat mot xét nghiém sau duong tinh: xét
nghiém phan tim thdy yéu t6 gay doc té bao tir doc t& B cua C.difficile; thir
nghiém mién dich men tim thiy doc té A hodc doc té B trong phan; cay phan
tim dugc C.difficile (c6 xac nhan doc td sinh vat) hoac ndi soi dai trang/mo
bénh hoc c6 viém dai trang gia mac [35], [57].

- Xét nghiém kha ning gay doc té bao 1 xét nghiém hién co t6t nhat, co
thé phat hién doc t6 ciia C.difficile & miic picrogam, 1a test nhay nhat dé phat
hién doc t6 B (ddc t6 co trong tit ca cac trudng hop bénh do C.difficile), voi
do nhay 1a 98% va do dac hiéu 99% trong moét thir nghiém khi so voi chan
doan duya trén ca tiéu chi 1am sang két hop xét nghiém, tuy khong duogc so
sanh v6i cdy phan tim gen sinh doc t6 cua C.difficile [121]. Diém bt loi chinh
cia xét nghiém nay la n6 doi hoi ¢6 ky thuat va thoi gian thuc hién kha dai
(thuong 24 — 48 gio).

- Thur nghiém mién dich gén men EIAs phat hién doc td A hodc ca doc tb
A va doc t6 B trong phan: it nhay bang, bo qua khoang 40% truong hop khi
so vGi cay phan, d6 nhay chi bang 70% - 80% so voi xét nghiém kha ning gay
doc té bao. Luu y 13, doc to cta C.difficile khong bén viing nhu nha bao nén
d6i khi xét nghiém phéan bénh nhan tiéu chay dang hdi phuc c6 két qua 4m
tinh gia.

- Cay phan: can thoi gian 24 — 48 gid va phai xét nghiém tim doc to bang
phuong phép xac dinh doc t6 té bao hodc EIAs dé khang dinh d6 1a nguyén
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nhan gay bénh. Ciy phan cho phép xac dinh tip phan tir cua vi khuan, giam
sat dich t& hoc phan tir va danh gid d6 nhay cam véi khang sinh.

- Noi soi dai trang/ mo6 bénh hoc: c6 thé théy phu né niém mac, cac ddm
do6, ton thuong xuét tiét...va dién hinh 1a cdc mang mau vang 2 — 10 mm rai
rac trén niém mac dai truc trang trong viém dai trang gia mac. Ton thuong md
bénh hoc théy xam nhap bach cau trong 16p biéu mo6 niém mac ruét, ton
thuong viém xuat tiét, xuat huyét & bé mat biéu moé niém mac, 16p collagen
dudi biéu mo day 1én, xo héa... Mot sé truong hop nhu viém dai trang
collagen, khi bom khi dé noi soi da ghi nhan thung dai trang do ap luc khi gay
t6n thuong 16p collagen dudi biéu mé bi day va xo cing. Phinh dai trang
nhiém doc, duong kinh rudt trén 7cm gay tang ap luc trong 10ng rudt, kém ton
thuong viém xuat huyét hoai tir cling gay nguy co thing dai trang.

Du ¢6 giai thich c6 thé tiéu chay 1a do nguyén nhan khac & bénh nhan co
mang C.difficile ching sinh doc té khdng triéu chimg thi hau hét cac bac si
1am sang déu lwa chon diéu tri C.difficile cho bénh nhan tiéu chay d6 hon la
két luan rang tiéu chay nay khong lién quan dén C.difficile [20].

Hién khong c6 xét nghiém thuong mai nao vira nhay va dac hiéu, véi thoi
gian xét nghiém ngin ma gia thanh thap dé chan doan nhiém C.difficile. O
Hoa Ky, hon 90% phong xét nghiém st dung EIA dé chan doan vi gia thanh
thap, nhanh, k¥ thuat thyc hién don gian. Cac phong xét nghiém & Uc va
nhiéu nuéc chau Au thi ciy phan dé sang loc C.difficile sau d6 xét nghiém
kha nang gy doc té bao hoidc EIA dé phat hién doc t6 ctia ching C.difficile.
1.2.2.5. Piéu tri tiéu chay do C.difficile

Ngumg khang sinh khong can thiét hoic thay d6i phac d6 khang sinh c6 thé
giai quyét duge mot vai trudng hop tiéu chay do C.difficile méi, thim chi mot
vai trudng hop viém dai trang gia mac. Tuy nhién, cac huéng dan déu khuyén

c4o can chi dinh khang sinh dic hiéu cho bénh nhan tiéu chay do C.difficile.
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Piéu tri bang khang sinh

Metronidazole udng da dugc sir dung nhu diéu tri chuan truong hop nhiém
C.difficile mirc 3o nhe va vira vi gia thanh ré va hiéu qua, véi liéu 500mg X 3
lan/ngay hodc 250mg x 4 lan/ngdy, udng trong 10 ngay. Nhung phu nit c6 thai
va tré nho, diéu tri bang metronidazole can than trong. Nhiém C.difficile nang
hodc ¢ bién chimg, khuyén cao udng vancomycin 125mg x 4 1an/ngay trong
10-15 ngay [108]. DU vancomycin d3 duoc co quan Duoc pham va Thuc
pham Hoa Ky (FDA) phé duyét, nhung can luu ¥ khi dung vi nguy co gy dé
khang vancomycin cua cac chung Enterococci. Metronidazole va vancomycin
déu lam giam sé C.difficile dang hoat dong nhung khéng co tac dung trc ché
doc to hay tac dong dén dang nha bao. Vancomycin trc ché tong hop thanh vi
khuan va metronidazole giy ton thuong DNA ctia vi khuan. Mot so ca that bai
va mot s6 trudng hop tai phat cho thay can c6 khang sinh méi trong diéu tri.
Fidaxomicin 1a diéu tri duoc lya chon vi néng d6 thube trong phan cao hon, it
tac dong dén quan thé vi sinh vat cu trG so voi vancomycin. Tuy nhién gié
thanh n6 dat hon metronidazole 120 lan va hon vancomycin 3 lan. Mot s6 tai
liéu khac cho rang udng teicoplanin hay tigercyclin cling c6 hiéu qua. Mot s6
khang sinh khac cling c6 tac dung nhu rifaximin, ramoplanin, rifalazil va
nitazoxanide, nhung chua c6 mat tai Viét Nam.

Trong huéng dan chan doan va diéu tri gan day nhat, nim 2017 cta Hoi
cac bénh Truyén nhiém Hoa Ky (IDSA) va Hoi Dich t& Y té Hoa Ky (SHEA),
metronidazole khong con 1a lya chon dau tién nira, do su tai phat cao sau diéu
tri. Fidaxomycin dugc khuyén c4o lua chon do thudc cé tac dung kéo dai,
giam tai phat sau diéu tri, it anh hudng dén hé vi sinh dudng rudt [163].

Piéu tri bang loi khuan probiotic dwong rudt

Mat d6 vi sinh vat séng trong duong tiéu héa 1a nhiéu nhét trong co thé,

udc tinh khoang 10 vi khuan, véi hang ngan loai khac nhau [58]. Pudng tiéu
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hoa tré so sinh 1a v khuan khi lot 10ng, nhanh chdng dugc cu tri boi hang
loat cac vi khuan & rudt. Luc dau 1a cac vi khuan ky khi do ap luc oxy trong
long rudt thép hon. Pa dang ctua hé vi khuén tang 1én theo tudi va ché do an
trong nam tiép theo, dan tré nén 6n dinh. Hé vi sinh dudng rudt rat kho bi
thay doi vi hé théng mién dich sin c6 da dung nap véi cac vi khuan dang cu
tri va ngan ngua sy xam chiém cta céac vi sinh vat méi. Khi cac 1gi khuan
probiotic dugc dwa vao qua duong udng, cic thanh phan cua vi khuan chi
duong rudt chi thay doi tam thoi va s& quay lai trang thai 6n dinh cii khi céc
ché pham sinh hoc nging lai. Du sao, loi khudn probiotic ciing timg dugc s
dung nhu mdt bién phap diéu trj tiéu chay do C.difficile lién quan dén khang
sinh. M6t phan tich trén Cochran két luan “c6 bang ching mirc d6 vira cho
thay probiotic 1a an toan va hiéu qua dé phong tiéu chay lién quan dén
C.difficile” [59]. Cac vi khuan nhu Bifidobacterium va Lactobacillus spp. c6
thé trc ché sy bam dinh ctia doc t6 C.difficile vao té bao biéu mé dai trang va
c6 thé kich thich dép tmg mién dich cua té bao vat chu. Lactobacillus cé thé
tac dong khang khuan truc tiép bang cach tiét ra bacteriocins va cac peptitd
khang khuan khac. Tuy nhién, gan ddy mot s6 nghién ctru lai cho rang, cac loi
khuan duong rudt khong co vai tro trong diéu tri tiéu chay do C.difficile, tham
chi ¢6 béo céo tién str dung loi khuan dudng rudt gap nhiéu hon & nhém tiéu
chay do C.difficile so vdi nhom tiéu chay khong do C.difficile [28].

Piéu trj bing cay ghép phan

Cho rang nhiém trung do C.difficile 1a do suy giam hé vi sinh duong rudt
khoe manh sau khi st dung khang sinh, nén viéc thay thé cac “vi khuan tét”
bi mat bang nhiing vi khuan Iy tr ngudi khée manh tré nén hop 1y. Vi khuan
ttr phan ctia ngudi khoe manh duoc dua vao dai trang ctia bénh nhan bi nhiém
C.difficile bang cach thut. Mot bai bdo mang tinh budc ngoat trong tap chi

“The New England Journal of Medicine” bdo cao ti I¢ thanh cong td1 80% céc
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truong hop nhiém C.difficile tai phat bang truyén phan ngudi khoe manh vao
ta trang so voi diéu tri vancomycin [156].

Cac diéu tri khac: Boi phu nudc, dién giai, dinh dudng. Mot sb truong
hop ning nhu phinh dai trang nhidm doc, thing rudt can phai phiu thuat cap.
1.3. Yéu td nguy co mic tiéu chay do C.difficile

Nguoi mic tiéu chay do C.difficile khi c6 mot sb yéu té: Mot 13, ngudi do
bi nhiém nha bao cua ching C.difficile sinh doc t6 qua duong tiéu hoa. Hai I3,
c6 su thay d6i ctia quan thé vi sinh vat thong thuong dang c6 cia dai trang,
cho phép C.difficile cu tra, phat trién va sinh doc t6. Ca mo hinh dong vat va
nghién ctru trén nguoi déu cho thiy su twong tac gitta vi khuan véi té bao
niém mac rudt chiu anh huéng rat 16n cua to hop cac vi sinh vat duong rudt
[25], [27]. Ba 13, hé théng mién dich cta vat chu b thay d6i, voi bang chimg
1a ti 16 mic bénh cao hon, bénh nang hon & nguoi cao tudi va nguoi co hé
mién dich khong dap ung hiéu qua [27], [105]. Khang thé khang doc t6 cb tac
dung bao vé, giai thich dap tng khac nhau & cac ca thé ¢6 hé mién dich khéc
nhau [27], [83]. P4 tim thdy khang thé IgG khang doc t& A ¢ ngudi mang
C.difficile khong triéu chimg cao gip 3 1an bénh nhan méc tiéu chay do
C.difficile [158].

1.3.1. Yéu t6 vat chi

Céac yéu to ctia vat chil ¢6 nguy co mic tiéu chay do C.difficile gom: Tudi
cao, c6 mang bénh 1y man tinh, dap tng mién dich cua vét chi bi suy yéu.

e Tudi cao

Tuodi cao 13 yéu té nguy co quan trong giy mac tiéu chay do C.difficile, véi
70% — 80% cac trudong hop xay ra & ngudi 65 tudi hodc hon [12]. Theo cac
diéu tra dich t& hoc, hé vi khuin chi cia ngudi nhiéu tudi khi c6 mang
C.difficile thi hau hét 1 cac ching sinh doc td, ti 1& chung khong sinh doc td
chi chiém s6 it. Bénh nhan nam vién mang C.difficile trén 60 tudi, ching

khong sinh doc td chi chiém 6,9%, trong khi bénh nhan dudi 20 tudi, chiing
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khong sinh doc t6 1a 22,8% [117]. Theo dinh nghia néu trén, chi chung
C.difficile sinh doc t6 mdi co thé giy bénh. Nguoi khoé manh mang
C.difficile, 42% - 50% cac ching la khong sinh doc t6. Mot nghién ciu tai
Thuy Pién tim thiy doc t6 cia C.difficile & ngudi trén 60 tudi cao hon 20 —
100 1an so v6i ngudi nhém 10 — 20 tudi [19], [35], [81].

Nhiéu nghién ctru trén thé gidi cho thdy bénh nhén trén 65 tudi c6 nguy co
mic tiéu chay do C.difficile cao hon nhém nguoi dudi 65 tudi, véi RR = 8,65
(95% CI, tr 8,16 — 9,31) [20], [97], [101].

Tudi cao cling 13 yéu t6 nguy co lam ting ning bénh véi nhiéu bién ching
va tir vong. Ti 1é tir vong & ngudi gid yéu mac bénh do C.difficile co thé 1én toi
25% [154]. Théng ké ndm 2008 tai Hoa Ky, 93% nhimg trudng hop tir vong do
C.difficile xay ra & bénh nhan >65 tudi va bénh do C.difficile 1a nguyén nhan ti
vong dtimg hang thtr 18 ciia lra tudi nay [44], [115].

e C6 mic bénh man tinh

Nguoi mic bénh man tinh kém theo nhu suy gan, suy than, ghép tang, dai
thao dudng, bénh rudt viém... ¢6 nguy co mic tiéu chay do C.difficile cao
hon. Ly giai khong hoan toan ro rang, nhung nhitng bénh nhan nay thuong co
hé mién dich thiéu hut. Nhiéu nghién cru di chtng minh, thiéu hut cia hé
mién dich 1am giam luong IgG cia niém mac rudt véi C.difficile, 1am co thé
dé cam thu va mic bénh. Mic nhiéu bénh man tinh, phai st dung nhiéu thudc,
co thé d& nhiém khuan phai dung khang sinh... hodc phai vao vién, tiép xtic
v6i méi truong v té... déu lam ting nguy co mic bénh. C6 bénh man tinh ¢
thé 1a mot yéu tb trong sy phdi hop ciia nhidu yéu t6 nguy co [44].

Trong mdt bai tong quan phan tich gop cho thdy ngudi méac bénh than man
tinh va bénh than giai doan cudi 1 yéu t6 nguy co cho tién lugng xau & bénh
nhan nhiém trung C.difficile. Suy gidm chirc ning ctia hé mién dich nhu giam
s6 luong va chirc nang ciia té bao lympho da dugc ghi nhan ¢ bénh nhan mac

bénh thdn man va ting ure mau. Bénh nhian mic bénh than man khi bi nhiém
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trung do C.difficile co nguy co cao bién chimg nhu phinh dai trang nhiém doc,
can phau thuat cat bo dai trang. Cac nghién ctru ciing cho thay tan sudt mac
bénh do C.difficile va thoi gian ndm vién ¢ bénh nhan c6 bénh than man tinh
cao hon, lam gia tang tir vong lau dai [152].

Nguwoi suy giam mién dich

O nguoi 16n, kha ning tao khang thé khang lai doc t6 C.difficile c6 vai trd
quan trong trong viéc bao v¢ co thé, ngan ngua xuét hién bénh do C.difficile.
Str dung corticoid kéo dai, phai dung thudc ¢ ché mién dich hodc ngudi
nhiém HIV... c6 suy gidm cua hé mién dich, nguy co tiéu chdy do C.difficile
cling gia tang. Khi hé mién dich suy giam, sinh khang thé immunoglobulin
khang doc to A cua C.difficile khong day di. Nong do khang thé khang doc t6
A cua C.difficile cao c6 vai trd bao vé, chong lai su phat trién tiéu chay do
C.difficile [126]. Suy giam mién dich khéng chi lam ting kha ning nhiém
tring do C.difficile ma con lam ting tai nhiém [46], [80].

Mot s6 tinh trang sirc khoe dic biét

C6 nhiing bao cdo ghi nhan mot s6 yéu t6 khac ciing 1am ting kha ning
mic tiéu chay do C.difficile gdm: phy nit thoi ky chu san, nguoi phai phau
thudt va can thiép duong tiéu hoa... [80], [97], [126].
1.3.2. Yéu to bén ngoai

Nim vién diéu tri ndi tra lam ting phoi nhiém véi C.difficile va lam ting
nguy co mac tiéu chay do C.difficile. Nhiém chung C.difficile co doc luc
manh ciing 1am ting nguy co dién bién ning. Cac yéu t6 lam rdi loan hé vi
khuan chi duong rudt ciing lam ting nguy co phat trién va giy bénh cua
C.difficile nhu: dung khang sinh kéo dai, dung thudc e ché axit da day, cac
thudc gy suy giam hé mién dich (corticoid, thudc diéu tri ung thu...).

e Tiép xuic véi nguon vi khuan C.difficile khi nam vién
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O chta chinh cua C.difficile 1a bénh nhan va ngudi mang C.difficile, moi
truong va bé mit bi nhiém C.difficile trong bénh vién va c4c co sé chim soc y
té. Ti 16 mang C.difficile & nguoi khée manh trong cong déng khong cao,
nhung & ngudi 16n ndm vién >1 tudn, thi ti 16 nay 13 >20% [79]. Nguoi ta tim
thdy C.difficile & ban tay nhan vién y té, bé mat moi trudng bénh vién nhu ti
ban dém, nhiét ké dién tr, voi tim... duéi dang nha bao, 1a dang co6 suc dé
khang cao va 1a ngudn 1ay nhiém cho bénh nhan nam vién. Du ¢6 lam vé sinh
bénh phong thudng xuyén, van thdy 8% mau cay tir cac vat dung trong bénh
phong nhiém nha bao C.difficile. O phong bénh nhan mang C.difficile co triéu
chung va khong tri€u chung thi ty 1€ nay 1a 49% va 29% [128]. Bénh nhan
nam vién c6 ti 16 mang C.difficile & dudng tiéu hod cao hon (10%-25%) so voi
nguoi khoé manh & cong dong (2%-3%) [20]. Cac nghién ctru dich t& cho
thay, 10% - 26% bénh nhan nam vién c6 nguy co cao trd thanh ngudi mang
C.difficile khi c6 str dung khang sinh [154]. Dir liéu tir Chuong trinh cac bénh
nhiém khuin méi ndi cia CDC nam 2010 cho thdy, 94% tiéu chay do
C.difficile ¢ lién quan dén chim soc y té, du 75% céc ca bénh xay ra & ngoai
bénh vién, gém cac bénh nhan vira ra vién trong thoi gian gﬁn, bénh nhan diéu
tri ngoai tri, bénh nhan co tiép xUc vo1 nhan vién y té, nguoi ¢ trong cac co
s0 cham soc dai han... [44].

Nam vién kéo dai lam tang nguy co mac C.difficile. Thoi gian trung binh dé
c6 thé mang C.difficile khi nam vién 1a khoang 2 tuan [131]. M6t nghién ctu
cho thiy, nguy co xuit hién C.difficile cu tra trong dai trang ting twong ddi
theo thoi gian nam vién, tir <1% & bénh nhan nam vién < 1 tuan tang 1én 50%
& nhitng bénh nhan phai nam vién > 4 tuan, goi y viéc tiép xtc voi C.difficile
trong sudt thoi gian nam vién [79],[126]. Nghién ctru cta Ingle (2013) cho
thay, nam vién & khoa Hdi stc tich cuc ciing 1am ting nguy co méc tiéu chay

do C.difficile voi OR = 4,47 (p=0,011) [76]. Tiéu chay do C.difficile trong cac
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don vi hoi stre dic biét duoc quan tam vi nguy co xuat hién cac bién ching va
nguy co lay truyén gitta cac bénh nhan, c6 lién quan dén chiam soc y té [24].

O Viét Nam, mot nghién ctru cho théy, chi ¢6 4/12 chét khtr khuan hién
dang duoc st dung trong cac bénh vién tuyén tinh va trung wong c6 kha ning
trc ché nha bao cua C.difficile [74], cang chimg minh cho kha ning ton tai clia
C.difficile trong moi truong bénh vién 14 rét cao.

e DPijc e ciia chiing vi khuan C.difficile

Poc luc ctia mot sd ching C.difficile c6 anh huong 16n dén sy lay truyén,
lam ting nguy co mic bénh, gdy dich trong bénh vién, ting nguy co bénh
ning va tir vong. Co sy gia ting dot bién sd ca bénh tiéu chay do C.difficile
dau thé ky 21 tai cac nuéc chdu My va chau Au lién quan dén chung
C.difficile doc luc cao NAP1/027/BI. Do ¢ nhiéu phuong phap khac nhau
xéac dinh tip sinh hoc phan tir caa C.difficile tly theo timg ving trén thé gidi
nén ching giy dich ndy c6 nhiéu tén goi, nhu: NAP1 (North American
pulsed-field type 1), ribotype 027 hay Bl (REA type BI, toxinotype Il1). Tai
Béic My, ching NAP1 duoc ghi nhan nhiéu hon & bénh nhéan c6 lién quan dén
chim soc y té so v6i bénh nhan mac tir cong dong (30,7% va 18,8%) [101].

Mot chung C.difficile khac ciling gay nén nhimg vu dich & chau Au 1a chung
078, toxinotype V cling san xuét ra doc td A, doc tb B va doc tb kép nhu
chung 027. Nghién ctru tir 2/2005 - 2/2008 tai Ha Lan ghi nhan muic d§ nang
trén 1&m sang cua cac ca ti€u chay do C.difficile chung 078 tuong ty nhu
chung NAP1/027. Chung nay ngay cang gip nhiéu hon, gia ting tir 3% lén
13%, thudng & bénh nhan tré hon va & nhom bénh nhan nhiém phai tir cong
ddng [60]. CAc nghién ctru cho thiy, bénh nhan tiéu chay do C.difficile c6
sinh doc to kép (binary toxin — CDT) c6 nguy co tir vong cao hon mac ching
C.difficile khong sinh doc td kép, v6i RR = 1,8 (95% Cl 1,2 —2,7) [16].

Tai chau A, chung C.difficile mang kiéu gen ribotype 027 chi c6 rai rac ¢
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Singapore, Hong Kong, Han Qudc va Nhat Ban [36]. Tuy nhién, cac nghién
ctru ghi nhan ching 017 sinh doc té A-B+ thuong gip va giy bénh ning & cac
nudc Pong A nhu Han Qudc, Trung Quéc, Nhat Ban, Pai Loan va cac nudc
Pong Nam A nhu Thai Lan, Lao, Malaysia... chiém 23% — 48% cac chung
sinh doc t6 [36], [56], [75]. Mot ribotype khac cua C.difficile 12 018 ciing
dugc ghi nhan gay dich & Tokyo va Han Qudc [37], [139]. N6i chung, cac
chung C.difficile thuong gip ¢ chau A 1a chung 017 va chung smz/018 [61].

e Sur dung khang sinh

Khang sinh 1am ting nguy co mac tiéu chay do C.difficile trong thdi gian
diéu tri cho t&i 3 thang sau khi di nging diéu tri. Nguy co cao nhat 13 trong
khi dung khang sinh dén 1 thang sau khi nging khang sinh [44], [80].

C.difficile khong chiu tic dong ciia hau hét cac loai khang sinh, trong khi
cac khang sinh c6 thé gy réi loan hé vi khuan chi duong rudt (lién quan dén
mirc d6 thuong xuyén dung khang sinh va loai khang sinh st dung) tao diéu
kién cho C.difficile phat trién, sinh doc t6 va giy bénh. Khang sinh cd nguy
co cao nhat gy tiéu chay do C.difficile 12 cephalosporins, amino-penicillins
va clindamycin. Trong mdt s6 vu dich bung phat gin day, khang sinh
fluoroquinolons, dic biét 1 fluoroquinolons phd rong co lién quan voi nguy
co mac bénh do C.difficile ching gay dich NAP1/027. Gia thuyét 1a cac ching
C.difficile gay dich dé khang véi fluoroquinolons ¢6 loi thé canh tranh véi vi
khuan bi tac dong cta fluoroquinolons va ting nguy co gay bénh [60].

e Sir dung thudc e ché bom proton

Str dung thudc e ché bom proton ciing dugc coi 1a mot yéu td nguy co
mic tiéu chay do C.difficile [46], du diéu ndy con dang gay tranh cai [80].
Giam axit da day dan dén giam kha ning tiéu diét cac vi sinh vat xdm nhap
vao duodng tiéu hoa, gdm ca C.difficile, 1am ting kha ning xam nhap vao rudt
non cua cac vi sinh vat gay bénh [154].

Mudi mat cé vai tro trong su phat trién nha bao thanh C.difficile thé hoat

dong. Thudc tc ché tiét axit gay rdi loan hé vi khuan dudng rudt, lam thay doi
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néng dd axit mat tu do, tao diéu kién cho nha bao C.difficile phat trién thanh
thé hoat dong gdy bénh. Mat can bang hé vi khuin duong rudt ciing tao moi
truong thuan 1gi cho sy cu tra tai duong ti€u hoa cua C.difficile.

Mot sb nghién ctru cling cho thay, cac thude e ché tiét axit da day ciing
lam giam hoat dong cua bach cau trung tinh ¢ rudt, cé thé anh huong dén co
ché bao vé cua co thé voi C.difficile [18], [44].

e Sir dung cac hoa chit diéu tri ung thw, thudc e ché mién dich

Hoa chat si dung trong diéu tri ung thu, gom carboplatin, cisplatin,
cyclophosphamid, doxorubicin, methotrexate, paclitaxel, vinorelbine, va 5 —
fluorouracil... c6 thé 1am thay d6i hé vi sinh duong rudt binh thudng cua co
thé vat chil, tao diéu kién cho C.difficile xam nhap, phat trién va gay bénh.

Mot co ché khac 1a hod chat diéu tri ung thu c6 thé giy ton thuong viém
nang, hoai tir rudt, thic déy tao moi1 truong ky khi trong duong ti€u hoa, giam
su suy thodi cua doc to C.difficile, tri hodn tai 1ap hé vi sinh co s& ctia vat chu.

Bénh nhan dung thude @c ché mién dich thuong khong tao ra lugng khang
thé IgG hiéu qua chéng lai doc t6 A cua C.difficile [154]. Bénh do C.difficile
thuong dé xay ra ¢ cac khoa hdi stre tich cuc va ung budu, noi st dung khang
sinh pho rong va cac thude (rc ché mién dich [154].

1.4. Pic diém phan bd kiéu gen ciia Clostridium difficile
1.4.1. Cau tric phan tir ciia Clostridium difficile

Kich thudc hé gen cua vi khuan C.difficile 1a 4.290.252 bp, ti 16 G+C toan
bd hé gen khoang 29%. Ciing nhu nhiéu vi khuan khac, C.difficile chira nhiéu
plasmid véi céc kich thude khac nhau tir 2,7 x 106 bp dén 100 x 106 bp, tuy
nhién cac plasmid nay khéng lién quan dén sinh doc td, ciing nhu khéng co
gen doc t6 nam trén phage [133].

Céc chung cua C.difficile duge xép vao hai nhom chinh: PCR ribotype va
toxinotype. Nhom dau 1a kiéu gen 16S-23S rRNA va nhom hai 1 dé nhan
dién gen sinh doc t6. Phan tich PCR da hinh chiéu dai doan gen gy bénh
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PalLoc boc 10 C.difficile c6 31 toxinotype. Su chén vao, xoa di hodac dot bién
ciia mdi toxinotype khi so sanh véi chung VPI 10463 (toxinotype 0) s& duoc
dic diém hoa cho timg loai toxinotype [133].

Trat ty gen sinh doc tb A va B trong ving gay bénh PaLoc:

fedD fcdB fcdE fcdA tedC

] pijs X

0 5 10 15 20 kb
| | | | |

C. difficile strain VPI 10463 (toxinotype 0)

Hinh 1.5: So' @6 bi¢u dién ma viing gen giy bénh PaLoc ciia C.difficile
tcdA, tcdB va ba gen bo xung ciia chiing VPI 10463, toxinotype 0 [133]

Vung gen gay bénh cua C.difficile (PalLoc) la vung gen c6 chira 19,6 kb
goém 5 gen: tcdA (ma hod tao doc to A gom 8,130 nucleotit), tcdB (ma hoa tao
doc té B gdm 7.098 nucleotit) va ba gen két hop thém 1a tcdC (diéu hoa 4m
gdbm 696 nucleotit), tcdD (diéu hoa duong gém 552 nucleotit) va tcdE
(protein dang 13, gidng 16 thing gdm 498 nucleotit) [73], [133].

Céc ching khong chira mot PaLoc nguyén ven, khong san xuit doc t§ A va
doc to B, biéu hién sy ri loan ctia gen tcdA va tcdB, khong cé du doc td sinh
hoc dé giy bénh. Nhitng ching nay mang kiéu hinh “phenotypicaly” khong
gy doc. Vi du chung M90 chira PaLoc khong tao muc doc t6 dé co thé phat
hién duogc, c6 1€ do su sao chép gen kém. Mot ching khéc phan loai
toxinotype IX hay ribotype 033 chira mot doan gen tcdA nhung khong san
sinh duoc doc t6 A hodc doc t6 B [117].

TcdA va tcdB chira 63% cia chudi axit amin twong ty nhau va c6 4 mién
chtrc nang: mién xtc tac N-terminal, mot protease tu xUc tac cysteine, mién

chuyén vi tri mang ky nuéc va mién lién két thy thé C-terminal. Mot s6 bang
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chtng cho thay chi can tcdB don doc c6 thé gdy doc tinh nhung gan day nhiéu
tai liéu cho rang ca hai doc t6 déu quan trong.

K¥ thuat PCR da mdi dong thoi xac dinh 2 tinh chat, bao gdm xéac dinh loai
C.difficile va xac dinh chung C.difficile. Trén ngudi cha yéu ghi nhan 3 ching
C.difficile: A+B+, A-B+ va A-B-. Su khac biét 1a do dot bién mat doan 1,8 kb
& vung 1dp lai cia gen sinh doc td A, & dau 3’cho ra hai loai san phém khuéch
dai 1a 369bp cho chung A+B+ va 110bp cho chung A-B+. C6 3 cap mdi duoc
thiét ké nhu sau:

- Ciap mdi tpi (triose photphate isomerase — mdt gen housekeeping). Moi
tpi co trinh ty (tpi-F [5’-AAAGAAGCTACTAAGGGTACAAA-3’] va tpi-R
[5’-CATAATATTGGGTCTATTCCTAC-3’]), dugc trich ra tir mdt doan cua
gen tpi. Gen tpi tao ra mot doan khuéch dai 230 bp dic hiéu cho C.difficile,
giup phan biét C.difficile voi cac loai Clostridium khac.

- Cap moi dic hiéu tcdA duoc thiét ké tir ving 3’ cta gen tcdA c6 kha
nang bién chung. N6 tao ra san pham khuéch dai c6 kich thudc 369bp cua
chung A+B+ va san pham khuéch dai co kich thudc 110bp cua ching A-B+.
Trinh tu cdp modi dic hiéu tcdA khong gidng cac ving khac cia gen tcdA:
(tcdA-F [5-AGATTCCTATATTTACATGACAATAT-3’] va tcdA-R [5°-
GTATCAGGCATAAAGTAATATACTTT-3’)).

- Cap moi dic hiéu tcdB, dugc thiét ké tir ving 5° bao thi ciia gen tcdB,
cé trinh ty (tcdB-F [5’-GGAAAAGAGAATGGTTTTATTAA-3’] va tcdB-R
[S-ATCTTTAGTTATAACTTTGACATCTTT-3"]), tao ra san pham khuéch
dai c6 kich thude 160bp.
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Ampliﬁc_atiun u:fa w;- bp fragment 7777
from A+B+ isolates .

Amplification of a 1 10 bp deleted fragment ’
from A-B+ variant isolates L

Hinh 1.6: Vi tri ciia cip moi tcdA cho phép phan biét chiing A+B+
va chiing A-B+ [98]

A: phan ban @6 PaLoc véi gen tcdA va tcdB va cdc gen diéu hoa tedD, tedE va tedC. Vimg
den dai dién cho chudi ldp lai 3~ ddc trung cho gen tcdA va tedB cia vi khuan C.difficile.
Phan gach chéo thé hién cho ving bi xéa bé 1,8kb ciia hau hét cac ching A-B+.

B: Chi tiét cua sir x6a bé 1,8kb, la tong hop ciia xéa bé ba ving nhé (cdc ving gach chéo).
Cap moi tedA tinh tir doan mat di nhé nhat (o dau 3’ ciia gen), tao nén doan khuéch dai
369bp ciia ching A+B+ nhung chi tao doan 110bp cho bién chiing A-B+.

Gen san xuat doc to A va doc td B (tcdA va tcdB) ndm gan cac gen kiém
soat hoat dong cua chung tcdC va tcdD va/hoac su giai phong cac dang sinh
hoc ctia doc td (tcdE). Ving 19,6kb cua b gen C.difficile dugc goi 1a locus
gy bénh (PaLoc). Sy trinh bay gen trén chudi PaLoc thé hién sy dién bién
phu thudc. Trong giai doan bat dau tién trién, mirc cao cua tcdC va mirc thap
ctia tcdA, tcdB thi tedD s& duoc sao chép. Pén giai doan nging thi diéu nguoc
lai xay ra, dua dén gia thuyét 1a tcdC va tcdD cé vai tro diéu hoa 4m va diéu
hoa dwong san xuét doc o [47].

Trong chung dot bién, gen tcdC bi xoa mat mot nucleotid don nén tao ra

kiéu hinh protein cat ngin. Piéu ndy duogc cho 13 1am loai bo giai doan ngit
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san xuat doc t6, duoc ghi nhan nhu ¢ chung NAP1/B1/027. Ching nay mang
toxinotype III, mat 18-bp trong gen tcdC (gen diéu hoa am viéc san xuat doc
t5 A va B) va c6 su x6a bod cia vi tri 117, gy thay d6i hinh dang va ngimg
som, dan dén protein tcdC bi cit ngin. Ching ndy san xuat nhiéu doc t hon
trén in vitro, 1a nguyén nhan gy bénh nang hon. Trong mo hinh rudt, chiing
C.difficile gay dich nay san xuat doc t trong thoi gian dai, tao nhiéu doc td

trong mdt don vi thoi gian, duge cho 1a do mat co ché diéu hoa am.

1 2 3 4 5 E

San phﬁm khuéch dai cua doan gen tcdA

San pham khuéch dai ciia doan gen tpi

San pham khuéch dai cua doan gen tcdB

San pham khuéch dai cta doan gen tcdA
110bp bi dot bién mét doan

Hinh 1.7: Phén biét 3 chiing A+B+, A-B+, A-B- bing k§y thuit PCR da moi [98]
1. Clostridium bifermentans 2. C.sordellii
3. C.difficile A-B- 4.5. C.difficile A+B+ 6. C.difficile A-B+

1.4.2. Sw phan bo mot so kiéu gen cia C.difficile

C6 khoang 116 kiéu gen C.difficile dua vao cac dot bién & ving gen mi
hoa cac doc td khac nhau [27]. Khoang ving gen 16S-23S cua to hop gen
RNA trén ribosom cua C.difficile, phat hién bang ky thuat PCR ribotyping
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dugc st dung phd bién ¢ chiau Au dé xac dinh kiéu gen ribotype cua
C.difficile. Cac vung dich t& khac nhau, ¢ cac thoi diém khac nhau thi luu
hanh cé4c kiéu gen C.difficile khac nhau.

Gia ting s6 ca tiéu chay do C.difficile tai cac bénh vién & chau M va chau
Au vao dau thé ky 21 dit ra cau hoi, lidu c6 sy thay d6i vé dich t& va nguy co
méi cho su bung phat cua bénh khéng? Thuc té 1a ¢6 sy xuét hién gia ting
cia mot s chung C.difficile. Chung 027 di ting dot bién (chiém < 1% cac
chang C.difficile lwu hanh trude nam 2000 & Hoa Ky), phan 1ap dugc ¢ tit ca
cac tinh ciia Canada va hon 40 bang ctia Hoa Ky [56], lan rong ra khap thé
gidi va ¢o lién quan dén sy gia ting mirc 46 nang, nhiéu tai phat va tir vong
cao. Ching nay mang toxinotype III, mat 18-bp trong gen tcdC (gen diéu hoa
am viéc san xuat doc to A va B), ¢ su x6a bo cua vi tri 117, gay thay doi
hinh dang va ngimg sém, dan dén protein tcdC bi cat ngan. Trong mo hinh
rudt, ching 027 cua C.difficile san xuat rat nhiéu doc to trong thoi gian dai,
dugc cho 1a do mat co ché diéu hoa am. Ching nay ciing san xuat doc t6 kép,
tao nén mot mang ludi day dac trén bé mat té bao biéu mo rudt, lam tang bao
boc va bam dinh cua C.difficile v4i té bao biéu mé rudt, ting kha ning gay
bénh. Chung gay dich nay, cling dugc goi 1a NAP1 (North American pulsed-
filed type 1), REA (restriction endonuclease analysis) nhom Bl va ribotype
027 (thuong duoc goi la BI/NAP1/027) giam nhay cam vd&i fluoroquinolone
hon so véi cac ching C.difficile khac [56]. Nghién ctiru & Canada cho thay, tir
vong & bénh nhan mac ching 027 cao gip doi so v&i cac chiing khac. Mot s6
chung C.difficile sinh doc td kép thuong gay cac vu dich 1a chung 027 luu
hanh & chau My va chau Au, chiing 078 & chau Au va ching 244 & chau Dai
duong. Cac chung nay chi thay 1é té & mot vai nudce cia chau A [37].

Tai chau Au, thang 7/2005, C.difficile mang kiéu gen ribotype 027 gay

bénh & bénh vién Harderwijk, Ha Lan lam tang s6 bénh nhan tiéu chay do
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C.difficile tir 4 1én 83/100.000 truong hop nhap vién. Ngay sau d6, Ha Lan da
thanh 1ap chuong trinh giam sat C.difficile qudc gia, cung 1 nghién ctru gidm
sat kéo dai 4 nam, tir ndm 2006. Ti 1é mac C.difficile 6n dinh, dong thoi ti 16
chung 027 di giam xudng, con 3%, trong khi ching 001 ting lén 27,5%.
Thang 9/2005, chung 027 ciing phan lap dugc & bénh nhan trong bénh vi¢n
ctia Bi. Thang 7/2008, chung 027 di tim thiy trén 16 nudc chiu Au, giy cac
vu bung phét ¢ Bi, Ptrc, Phan Lan, Phap, Ai-xo-len, Luc-xdm-bua, Ha Lan,
Thuy Si va Vuong quéc Anh... Sau d6, chung 027 ciing duoc ghi nhan c6 mat
& Ao, Pan Mach, Thuy Dién, Na-uy, Hung-ga-ry, Ba Lan va Tay Ban Nha
[56]. Nam 2008 — 2009, cac ribotype phd bién nhat & Anh 1a ribotypes 027
(36%), 106 (13%), va 001 (7%). Phan tich da bién cua mang ludi C.difficile
chau Au cho thay chi c6 ribotype 027 c6 méi lién quan doc 1ap véi tir vong
(OR = 1,9; p< 0,001). Sau d6, sé trudng hop mic va tir vong do C.difficile
giam han, do da kiém soat thanh cong chung 027.

O chéau Au, khi chiing 027 dugc kiém soét thi chung 078 ¢o su gia tang. Tir
nam 2005, chung 078 cua C.difficile di ting 1én trong cong ddng va ca trong
bénh vién [60]. Nghién ctru tai Ha Lan tir nam 2005 — 2008, ti 1¢ chung 078
gay tiéu chay C.difficile d3 tang tir 3% 1én 13%, véi nhitng bénh nhan tudi tré
hon, méc phai nhiéu hon tir cong dong [60]. Ngoai ching 078, chung 014/020
va 001 ciing 1a nhitng chung trong cong dong thuong gip. So véi bénh nhan
nhiém chiing NAP1/027/BI thi bénh nhan nhiém ching 078 c6 xu hudng tré
hon va it c6 bénh phdi hop hon, & ngudi hay duoc str dung fluoroquinolones
hon (gidng chung 027).

Cac vung dich t& khac nhau luu hanh cac chung C.difficile khac nhau.
Nhung ngay nay, su di chuyén dé dang cta con ngudi co thé dua ra céac
ribotype méi cho céc ving lanh thd. Truong hop miac C.difficile ching 027

dau tién ghi nhan & Uc 1a mot phu nir 43 tudi duoc mé thong hong trang, bi
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nhiém khi di du lich Hoa Ky. Chung 027 ciing di dugc phat hién & Nhat Ban
v6i bénh nhan dau tién duge bao céo 1a mot phu nir 30 tudi, nhap vién vi viém
loét dai trang, phat trién thanh viém dai tring gia mac sau nhap vién 1 thang.
Tuy nhién, chung nay nhay véi khang sinh quinolone thé hé méi, giéng véi
cac chung luu hanh & Bic My trudc nhiing nam 2001,

O chau A, it bao cdo vé luu hanh C.difficile chung 027, nhung chung 017
sinh doc t& A-B+ lai xuat hién thudng xuyén trong nghién cru & cac nudc
Pong A nhu Han Qudc, Trung Qudc, Nhat Ban va Pai Loan, chiém t6i 23% —
48% cac ching sinh doc t6. Chung 018 ciing duoc ghi nhan & Tokyo (Nhat
Ban) va Han Qudc. Cac chung C.difficile thuong gip gay dich ¢ chau A 1a
chiing smz/018 va ching 017 [61]. Nghién ctru dich t& hoc tai Nhat Ban trong
5 nam ciling ghi nhan sy chuyén d6i vé dich t& hoc cua cac chung C.difficile,
véi ching ribotype f gia tang tr 45% nam 2000 da 1én 64% nam 2004.
Ribotype f dugc nhan dién tuong tu ribotype “smz” dugc bao cao la chung
gay nhiéu dot bung phat & Nhat Ban, nghi ngd twong tng véi ribotype 001.
Dang cht ¥ 1a c6 to1 70% cac chung C.difficile phan lap dugc khong thudce 23
chung gay bénh & chau Au va Bic My, 11,6% khong phan tip dugc [26]. Mot
nghién ctru tai 6 bénh vién Han Qudc cho thay, ti 1& chung C.difficile A-B+ tir
<5% trudc nhimg nam 2000, ting 1én 13% nam 2003, dinh diém 13 50% nam
2004 [56]. Nhin chung, cac chung C.difficile thuong gap dugc phan lap &
chau A 1a chung 017, 018, 014 va 001 [110], [135]. Ngoai ra, Han Qudc c6
bao cao chung C.difficile ribotype 130, sinh doc t6 kép [36]. Tuy nhién, cac
triéu chimg 1am sang cua bénh do C.difficile khong lién quan dén sy thay d6i
cua cac ribotype [56].

O Viét Nam, con it nghién ctru vé kiéu gen cua C.difficile. Nam 2015, méi
c6 bAo c4o ca bénh duge xac dinh dau tién tai bénh vién Bach Mai vé mot bénh

nhan 16n tudi tiéu chay kéo dai va viém dai trang gia mac do C.difficile, dugc



37

Vién VSDTTW xac dinh c6 kiéu gen ribotype 1a trf [4]. Pang Thi Thuy Duong
cong b ti 16 nhiém C.difficile mang gen doc t6 1a 24,9% & quan thé bénh nhan
> 15 tudi bi tiéu chay sau dung khang sinh & Ha Néi [1]. Nam 2018, trong mot
nghién cuu tai 3 bénh vién cua Ha Noi, Vi Thi Thu Huong cong bd d3 xac
dinh dugc 6 tip dich t& hoc phan tir ciia C.difficile dang luu hanh 1a ribotype
017, trf, 0g39, cc835, 001 va cr [6]. Can c6 thém nhiéu nghién ctru nita vé dic
diém va sy phan bd cac kiéu gen cua C.difficile & nudc ta, kha ning gay
bénh va doc luc ciia cac ching dé giam sat va dé ra ké hoach phong chdng

can bénh nay.
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CHUONG 2: PHUONG PHAP NGHIEN CUU

2.1. P6i twong nghién ctru:

- Muc tiéu 1: Mo tda mgt so ddc diém dich té, lam sang cua tiéu chdy do

C.difficile ¢ ngwoi lon tai bénh vién Bach Mai, 2013 — 2017.

Pinh nghia ca bénh tiéu chay do C.difficile theo tiéu chuan chan doan
ctia Hoi Dich t& hoc Y té Hoa Ky va Hoi cac bénh truyén nhiém Hoa Ky: 1am
sang c6 tiéu chay (phan 16ng 3 1an hoic nhiéu hon trong 24 gid), kém theo xét
nghiém phan tim thay doc t6 hodc gen sinh doc t6 cua C.difficile hodc soi dai
trang hay xét nghiém moé bénh hoc c6 viém dai trang gia mac [35].

Tiéu chuin chon bénh nhan: bénh nhan dwgc chon vao nghién ctru khi 6

céc tiéu chuan sau
- Lam sang: tiéu chay >3 lan trong thoi gian 24 gid
- Xét nghiém: Ciy phan tim dugc C.difficile va xét nghiém PCR x4c nhan
c6 gen sinh doc td gay bénh (doc td A va/ hodc doc td B)
- Bénh nhan tr 15 tudi trd 1én
- Bénh nhan dong y tham gia nghién ctru

Tiéu chuan loai tru:

Bénh nhan dap tng tiéu chuan lya chon nhung khong dong y 1y bénh
pham phan lam xét nghiém.

(Trong cac khoa cua bénh vién Bach Mai, bénh nhan dwoi 15 tuéi dwgc
diéu tri tai khoa Nhi. Nghién ciru ldy bénh nhdn tiéu chay do C.difficile &
ngueoi 1om nam diéu tri tai cac khoa |am sang, ¢ twaéi tir 15 tro 1én).

- Muc tiéu 2: Xdc dinh mét sé yéu té nguy co mdc tiéu chdy do

C.difficile ¢ ngwoi lon tai bénh vién Bach Mai, 2013 — 2017.
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DPoi tuong nghién cuu gém nhém bénh va nhom chimg duoc lya chon nhu
Sau.

Tiéu chudn chon nhém bénh (tiéu chdy do C.difficile) Cac ca bénh xac

dinh nhu muc tiéu 1:

Lam sang: tiéu chay > 3 lan trong thoi gian 24 gio

Xét nghiém: Cay phan tim duoc C.difficile va xét nghiém PCR xac nhan ¢
gen sinh doc t6 gy bénh.

Tiéu chuin chon nhém chirng (tiéu chdy khong do C.difficile) Cac bénh

nhan tiéu chay cy phan tim C.difficile am tinh.

Lam sang: tiéu chay > 3 lan trong thoi gian 24 gid

Xét nghiém: Cay phan tim C.difficile &m tinh.

Céc bénh nhan tiéu chdy nhém ching dugc lya chon phu hgp vdi bénh
nhan nhom bénh vé thoi gian xuat hién tiéu chay trong cing nam, cung khoa
diéu tri va ciing gi6i tinh v6i bénh nhan mac tiéu chay do C.difficile.

- Muc tiéu 3: Xdc dinh mét sé dic diém phin bé kiéu gen ciia
C.difficile gdy tiéu chdy o ngwoi lon tai bénh vién Bach Mai, 2013 — 2017.

Péi twong nghién ciru 1a cac chung vi khuan C.difficile gay tiéu chay phan
12p duoc tir bénh nhan ¢ muc tiéu 1.

2.2. Pia diém nghién ctru
Nghién ctru dugc tién hanh tai bénh vién Bach Mai va Vién Vé sinh Dich t&
Trung wong.
2.3. Thoi gian nghién ciru
Trong 5 nam, tir nam 2013 dén nam 2017.
2.4. Thiét ké nghién ciru
- Muc tiéu 1: Thiét ké nghién ctru dich t& hoc mé ta (mé ta hang loat ca

bénh ti€u chay do C.difficile & nguoi 16n).
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- Muc tiéu 2: Thiét ké nghién ctru bénh chimg, dé xac dinh mot sd yéu td
nguy co mic tiéu chay do C.difficile & ngudi 16n.

- Muc tiéu 3: Thiét ké nghién ctru mo ta c6 phan tich phong thi nghiém, dé
phan tich mot sé dic diém phan bd kiéu gen cua C.difficile.
2.5. C& miu nghién ciru va chon miu
Muc tiéu 1:

e (& mau tinh toan dya trén ti 1& tiéu chay do C.difficile sinh ddc t6 trong

cac trudng hop tiéu chdy. Cong thire tinh ¢& mau cho nghién ctru mé ta [5], [11]:

Trong do:

a: do tin cay = 0,95

Zi.app = 1,96 (v6i do tin cay 95%)

p : Ti 1 du doan bénh nhan tiéu chay do C.difficile trong sb cac truong
hop tiéu chay nam vién. Mot s6 nghién ctru tai chau A cho thay ti 1& nay dao
dong tir 10% — 25% [26], [44], [64], [76]. Lay p = 0,2.

g: d6 sai sd tuong d6i (0,4)

n: ¢& mau tdi thiéu can dat duoc.

Can ctr cong thirc trén, ¢d mau tbi thiéu can dat duoc 1a 97

e Chon mau: Toan b bénh nhan du tiéu chuan chan doan ca bénh theo tiéu
chuan duoc chon iy vao nghién ctru. Thyuc té thu dugc 101 bénh nhén tiéu
chay do C.difficile.

Muc tiéu 2:

Pé ting luc théng ké cia nghién ctru va giam 1 sd cac yéu t6 nhidu,
nghién ciru 14y miu theo ti 1¢ bénh: chtmg la 1:3. Nhom chtng phu hop véi
nhom bénh vé gidi tinh, khoa diéu tri va thoi gian xuat hién tiéu chay trong

nam, ¢ giai doan 2013 - 2017.
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e Ap dung cong thtc tinh ¢& mau cho nhém bénh trong nghién ctru bénh
- chimg cua T6 chire Y té thé gigi (WHO) :

[Zl—alzvzpz(l_ P2)+Zl—ﬂ\/Pl(1_ Pl)+ Pz(l_ Pz)]z

(Pl o Pz)2

n =

p1. ty 18 ca thé phoi nhiém véi yéu té nguy co (c6 tién st nam vién trong
vong 8 tuan trudc khi tidu chdy) trong nhom bénh, ude lugng 1a 80% (= 0,8)
[33],[122],[137].

p2: ty 1& ca thé phoi nhiém véi yéu t6 nguy co trong nhom chimg, udc
luong 12 60% (= 0,6) [137]

Hé sd tin cay ung v6i do tin cay 95% = 1,96

D0 manh cua test 1- 5= 80%

Thay s6 vao ta dugc ¢d mau n = 90.

Ty 1& ca bénh: ca ching 13 1:3, nén can it nhat 90 bénh nhan cho nhém
bénh va 270 bénh nhan cho nhém chirng.

e Trong 101 bénh nhan tiéu chay do C.difficile, tim cac bénh nhan nhom
chtng phit hgp véi nhom bénh theo tiéu chi cung gidi, cing khoa diéu tri va
cung nam, ti 1€ 1 bénh: 3 chimg. Chdng t6i chon dugc 273 ca chirng ¢ cung
cac tiéu chi vo1 91 ca bénh.

Muc tiéu 3:

Toan bd cac ching C.difficile phan 1ap dugc tir bénh nhan cua muc tiéu 1.
2.6. Thu thap d6i twong nghién ctru

Céac bénh nhan méc tiéu chay tir 15 tudi tro 18n, didu tri ndi tra tai bénh
vién Bach Mai dugc tu van dong y va hudng dan liy bénh pham phan xét
nghiém. Bénh phim duoc bao quan va van chuyén theo qui trinh dén phong

xét nghiém Vi khuan ky khi, Vién Vé sinh Dich t& Trung wong.
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Toan bo bénh nhan théa man céc tiéu chuin theo dinh nghia ca bénh trong
thoi gian nghién ctu dugce lya chon tham gia vao nghién cuu.

Céc bénh nhan tiéu chay thoa min cac diéu kién cua nhom chimg, phu hop
v61 nhom bénh theo ti€u chi cia nghién ctru, dugce lua chon theo trinh tu thoi
gian dén khi thu thap di ¢& mau nghién ctu. Tat ca cac d6i tuong nay déu
dugc danh gia cac yéu td dich t&, 1am sang, xét nghiém, diéu tri va dién bién
bénh. Thong tin cua cac ca bénh va ca ching dugc thu thap theo cung mot
mAau “Phiéu diéu tra bénh nhan tiéu chay va cac yéu td lién quan dén tiéu chay
do Clostridium difficile tai bénh vién Bach Mai” duoc thiét ké trude. Cac
thong tin thu thap qua hoi bénh, thim kham 1dm sang, hd so bénh an, phiéu tra
két qua xét nghiém.

Tat ca cac chung vi khuan C.difficile phan lap dugc tir bénh nhén tiéu chay
nhom bénh dugc phén tich cac dic diém kiéu gen tai phong vi khuan ky khi,

khoa vi khudn, Vién Vé sinh Dich t& Trung uong.
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Bénh nhan > 15 tudi, mic tiéu chay
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2.8. Vat liéu nghién ciru:

- Phiéu diéu tra bénh nhan tiéu chay va cac yéu té lién quan tiéu chay do
Clostridium difficile tai bénh vién Bach Mai (Phu luc 1)

- Mau bénh phim phan cua bénh nhan tiéu chay dé nudi cdy ky khi tim
C.difficile, chuyén dén Phong xét nghiém vi khuan ky khi, Vién VSDTTW.

- Mau bénh phém méu cta bénh nhan dé xét nghiém sinh hoa, huyét hoc,
chuyén dén phoOng xét nghiém bénh vién Bach Mai.

- Phong xét nghiém vi khuan ky khi Vién VSDTTW, phong xét nghiém sinh
hoa, huyét hoc bénh vién Bach Mai dat chuén ISO 15189.

- C4c mau chimg duong:

Chung chuan Clostridium difficile ATCC 700057 va ching chuan C.
difficile ATCC 43593 khong sinh doc t, cong ty Microbiologics, Minnesota,
Hoa Ky.

Chung C.difficile mang gen doc t6 A+B+ va A-B+ ctia bénh nhan tiéu chay
trong nghién ctru, do khoa vi khuan - Vién VSDTTW phén lap, khiang dinh
bang PCR, gui kiém tra khing dinh lai bdi tién si Kato va cong su (trong
khuon kho hop tac v6i Vién Truyén nhiém qudc gia Tokyo Nhat Ban) [3].

Chung C.difficile tham chiéu mang cac kiéu gen ribotype khac nhau okz,
0939, cc835, cr, 001, 002, 014, trf, 017 c6 nguon goc tir khoa Vi khuan II,
Vién Truyén nhiém qudc gia Tokyo, Nhat Ban.

- Trang thiét bj va dung cu trong nghién ctru (phu luc 4)
2.9. Thu thip miu bénh pham, ky thuit xét nghiém

e Cdch ldy méu bénh phdm, bdao qudn va vin chuyén

Bénh nhan di dai tién vao bo kho, sach, tranh 13n nude tiéu hodc 1dy phan
tir bim néu bénh nhan rdi loan y thirc. Dung thia nhya sach chuyén 3ml phan
cua bénh nhan vao lo nhya chuyén dung bénh phém co nép van chdt, cé ghi ro

tén tudi bénh nhan, khoa diéu tri va ngay ldy mau bang bat muc khong tay
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dugc. Thong tin bénh nhan ghi vao phiéu chuyén bénh phadm. Bénh phim bao
quan & nhiét do 4°C, sau d6 chuyén vé Phong xét nghiém vi khuan ky khi -
Vién VSDTTW trong hop bdo quan, xur Iy ngay trong vong 2 gi¢ sau khi nhén
dé nudi cay. Néu khong xir Iy ngay, mau duoc bao quan trong tu lanh & nhiét
do 4°C hoac tu am sau.

o CAc ky thudt xét nghié¢m

- K¥ thuét nubi ciy phéin lip vi khuén ki khi:

Nguyén Iy: bénh phim phan dugc nudi cay phan lap C.difficile bang
phuong phéap xtr 1i shock con tuyét ddi theo ti 16 1:1 (sdc nhiét hoic sdc con
lam ting kha ning phan lap duoc C.dificile [27], [67]), tron k¥ bang may
vortex lién tuc trong 10 phut, 15 phit vortex mot 1an, tong thoi gian séc con
khoang 60 phut, dé chon loc vi khuan sinh nha bao, sau d6 cay chuyén trén
moi trudng chon loc cycloserin — cefoxitin — mannitol agar, u trong diéu kién
ky khi tuyét doi 37°C trong 24 gio dén 48 gio, kiém tra khuan lac sau 48 gio.
Chon khuan lac dién hinh véi dic diém: det hodc hoi 16i, bo khong déu, bé

mat tho rap, kich thudce tir 2-5mm, mau vang do chuyén hoéa mannitol.

Hinh 2.1: Khuan lac vi khuan C.difficile ciia bénh nhan nghién ciru trén
moi trueong thach chon loc CCMA va CCFA sau u ky khi 48 gio.
Nguon: Khoa vi khudn — Vién Vé sinh Dich té Trung wong.
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Sau d6 dinh danh vi khuan C.difficile bang cach st dung mot trong cac k¥
thudt sau: by thu nghiém sinh héa API 20A (Biomerieux, Phap); k¥ thuat
ngung két Latex phat hién cac khang nguyén vach té bao C.difficile dya trén
nguyén 1y cac hat Latex gan IgG dic hiéu cho khang nguyén vach; k¥ thuat
ngung két gilta khang huyét thanh dic hiéu voi khang nguyén glutamate
dehydrogenase (Nissui, Tokyo, Nhat Ban); phan tmg PCR duong tinh v&i mdi
tpi dac hiéu cho loai C.difficile; ky thuat giai trinh tu gen 16S-rARN.

—— — ——

Sy
anER RUS KIN o
NNmsas Bugbox Plus
S|
e =7 .

Hinh 2.2: Tu ky khi BugBox Plus, hdng Baker Ruskinn — Anh
Nguén: Khoa vi khuén — Vién Vé sinh Dich té T rung uwong.

Sinh pham: Canh thang BHI 0,05% cysteine, con tuyét dbi, moéi truong
thioglycollate thuong, thach ky khi chon loc chi yéu 1a méi truong CCMA
(cefoxitin-cycloserine mannitol agar) [2], [159] hoac CCFA (Cefoxitin-
Cycloserine Fructose Agar), moi truong thach ky khi khong chon loc GAM
(moi truong ky khi Gifu Modiffied), dung dich skim milk 20%.
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- Ky thuét PCR phadt hién loai gen sinh déc té A va B

Nguyén ly: Phan Gtmg PCR da mdi sir dung 3 cip mdi phat hién lan luot
gen sinh doc t& A (tcdA), gen sinh doc td B (tcdB) va gen triose phosphate
isomerase (tpi) dic hiéu cho loai C. difficile. Khuan lac cta vi khuan dugc
hoa déu vao 200pL dung dich dém TE, dit vao bé nudc hodc heating block
95°C/ 15 phut. Sau d6 ly tim 12000 vong/ 5 phut, hut nude ndi lam khuon
mau cho phan img PCR. Mdi phan mg PCR c6 tong thé tich 1a 25 pL bao
gdém cac thanh phan sau: 1 tM mdi mdi tcdA va TedB, 0,5 pM mdi modi tpi,
2,5 UM MgCI2, 0,5U Taqg polymerase, 1X PCR buffer. Chu trinh nhiét cta
phan tmg PCR ¢6 35 chu ky bao gdm bién tinh & 95°C trong 5 phut, bt cip &
55°C trong 45 gidy, kéo dai & 72°C trong 1 phut. San phdm PCR duoc phat
hién béng dién di trén thach agarose S 1,5%, hi¢u dién thé 120 vén trong 30
phat. Str dung thang chuan trong luong phan tir 100 bp. Ban gen sau khi dién
di dugc nhuom vé&i dung dich thudc nhudm ethidium bromide (0,1 pL/mL)
trong 10 phut. Mot mau phan dugce xac dinh 1a duong tinh khi c6 mit san
pham khuéch dai ciia gen tpi (ctia loai Clostridium difficile) va gen doc to
tcdA va/ hoac tcdB.

Sinh pham: Str dung bo sinh pham tach chiét QlAamp DNA tool mini kit
ctia cong ty Qiagen, Ptrc dé tach chiét ADN tir mau phan.

CA&c cip mdi cho phan ing PCR da moi:

Bang 2.1: Trinh tw cic cip moi trong phan img PCR da mdi phat hién

gen sinh dc t6

. Gen . A San pham | Tham
Tén moi i Trinh ty moi (5’ - 37) .
dich ) (bp) khio

tcdB xudi tcdB | GGAAAAGAGAATGGTTTTATTAA 160 [98]
tcdB nguoc ATCTTTAGTTATCTTTGACATCTTT
tcdA xudi tcdA | AGATTCCTATATTTACATGACAATAT 369 [98]
tcdA nguoc GTATCAGGCATAAAGTAATATACTTT
tpi-280 xudi tpi AAAGAAGCTACTAAGGGTACAAA 280 [98]
tpi-280 ngugc CATAATATTGGGTCATTCCTAC
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Poc két qua: Mau phan cho két qua dwong tinh khi c6 mit san pham
khuéch dai cua gen tpi, gen doc t6 tcdA va/ hodc gen doc t6 tcdB. Mau phan
am tinh khi khong c6 san pham khuéch dai cia ca 3 gen tpi, tcdA, tcdB. Néu
chi c6 san pham khuéch dai cta gen tpi 1a chung C.difficile khong sinh doc tb
(khong gay bénh).

- Ky thudt xdc dinh néng dp irc ché téi thiéu MIC: nham xac dinh muc

do nhay cam khang sinh cua chung C.difficile phan lap dugc.

Nguyén ly: K¥ thuat khang sinh pha loang trén thach duoc thuc hién theo
tiéu chuan kiém soat chat luong thuong qui cuia CLSI 2014 dé danh gia mirc
nhay cam cua C.difficile véi khang sinh ampicillin, amoxicillin/clavulanat,
cloramphenicol, clindamycin, tetracyclin, moxifloxacin, metronidazole va
ceftriaxone.

Tiéu chuin cia EUCAST 2016 duogc st dung dé danh gia mic nhay cam
cta 1 s6 khang sinh khéng c6 theo tiéu chuan CLSI 2010 nhu vancomycin va
rifampicin.

MAu chirng chuén:

Chung C.difficile ATCC 700057 va Bacteroid fragilis ATCC 25285 mua
cua cong ty MicroBiologics — My

Poc va phan tich két qua:

Két qua MIC duoc doc tir nong d6 thap dén néng d6 cao. O nong d6 nao vi
khuan con moc ndng do twong dwong 10° vi khuén, doc 13 (+). O ndng d6 nao,
luong vi khuan giam rd rét so voi chung, doc két qua (+/-). O ndng do nao
khéng con vi khuan moc, doc 13 (-). Sau d6 phan tich két qua.

- Ky thudt PCR ribotyping xdc dinh kiéu gen ribotype ciia C.difficile

Nguyén ly: Phuong phap PCR ribotyping dugc thuc hién theo phuong
phéap cua Stubb va cong su [147]. Khuan lac thuan caa vi khuan C. diffcile
dugc tach chiét sir dung kit thuong mai QIA gene DNA mini kit theo huéng
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dan ctia nha san xut. Sau d6, khuén miu s& duoc sir dung cho phan tmg PCR
khuéch dai ving xen ké& cta gen 16S-23S. Thanh phan mdi phan tmg PCR
Ribotyping gdm c6 4 pL dung dich dém 1X; 2 pL MgCI2 2,5 mM; 0,4 pL
dNTPs 0,2 uM; 1 pL mdi 16S 0,4 pM; 1 pL mdi 23S 0,4 pM; 0,4 pL Taq
polymerase 0,1 U/uL; 9,2 uL nudc tiét trung (khong c6 ADN, ARN); 2 pL
ADN khuon. Chu ky nhiét cho phan ttng PCR ribotyping nhu sau: 95°C/ 3
phut; (95°C/ 20 giay; 55°C/ 2 phut; 72°C/ 10 phuat) x 35 chu ky; gilt ¢ 4°C:
bién tinh & 95°C trong 20 gidy, bat cap va kéo dai ¢ 55°C trong 120 gidy. San
pham PCR da hinh dugc phat hién bang dién di trén thach c6 do phan gii cao
noéng d6 2,5%, 125 von/4 gio. Str dung phuong phap PCR ribotyping tao ra
cac san pham PCR c6 kich thudc khac nhau dao dong tir 200 — 700 bp, quan
sat ro trén gel agarose.

Sinh pham:
Bo sinh pham tach chiét ADN tir mau phan va tir khuén lac:
DNA Stool mini kit, (code 51504), hang QIGEN (tach DNA tir phan), Dtic
DNA mini kit (Code: 51304), hang QIGEN (tach DNA tir khuan lac), i

Cip méi cho phan ing PCR ribotype:
Bang 2.2: Trinh tw ciip mdi trong phan img PCR ribotype

Moi Trinh ty mdi (5’ - 3°) Tham khio
Xudi CTGGGGTGAAGTCGTAACAAGG [147]
Nguoc GCGCCCTTTGTAGCTTGACC

Poc két qua: Dua vao hinh anh chyp duogc, dung cac phan mém phan tich
bionumeric hodc bang mat thuong dé so sanh cac bang DNA giita cac chiing
vi khudn thu duoc véi céc chung C.difficile chuan tham chiéu (nguén gbc tir
khoa Vi khuén II, Vién Truyén nhiém qudc gia Tokyo, Nhat Ban) dé xac dinh
ribotype cua ching vi khuan. Céac chung C.difficile dugc xép vao cing mot

nhém ribotype néu ching c6 cac bang giong nhau vé s6 lugng va kich thudc
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so v6i chung tham chiéu. Cir mét bang khac xuét hién duge coi 13 mot
ribotype mdi.

- Qui trinh xét nghiém:
Cac x&t nghiém duogc thuc hién theo qui trinh thuong qui chuin cta Vién Vé
sinh Dich t& Trung wong (phu luc 3)
2.10. Cac bién s6 va chi s6 trong nghién ciru

o Cdc biéu hién dwoc danh gia 1a bénh ndng ciia tiéu chay do C.difficile
[137]:

- Sbt>38,3°C

- Albumin mau < 25¢/I

- Bach cau mau > 15 G/I

- Creatinin mau > 133umol/L (hodc > 1,5 lan gi4 tri binh thudng).
MBOi triéu chimg dugce tinh 1 diém. Téi da 12 4 diém

o Cdc gid tri binh thuong ciia xét nghiém mdu sinh héa va huyét hoc theo
gid tri tham chiéu ciia phong xét nghiém — bénh vién Bach Mai:

- Héng cau: 4,2-55T/L

- Bach cau: 4 — 10 G/L. Tang khi > 10 G/L; tang cao khi >15 G/L.

- Creatinin: 110 umol/L

- Albumin: 35-50 g/L; giam khi < 35g/L, giam nhiéu khi < 25 g/L

- Procalcitonin: < 0,05 ng/ml. Tang khi > 0,05 ng/ml; ting nhiéu khi > 10 ng/ml

- Natri mau: 130 — 145 mmol/L

- Kali mau: 3,4 — 4,5 mmol/L.

Céc bién s6 va chi s0 trong nghién clru

Muc tiéu Bién s/ chi s0 Khai niém/ phwong phap
nghién ciru nghién ciru thu thap
Muc tieu 1I: Gio1 Nam / Ni.
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Mb ti mot s6
dac diém dich
té, 1am sang
cua tiéu chay
do C.difficile
gay ti€u chay

O nguoi lon

Noi sdng Theo tinh/ thanh phd
Theo vung kinh t& x3 hoi: noéng
thén, thanh thi.
Tudi Phan nhom 15 - 29 tudi, 30 — 44
tudi, 45 — 60 tudi, >60 tudi.
Thang mac bénh Phén bo theo thang trong nam.

Mua mac bénh

Mua noéng: tir thang 5 — thang 10,
mua lanh: tir thang 11 — thang 4.

Nam mac bénh

Tu ndam 2013 dén nam 2017

Pon vi diéu tri

Theo khoa trong bénh vién.

Sot Khong sot, nhiét d6 < 37,5°C
S6t nhe-vira, nhiét d 37,5- 39°C
Sét cao, nhiét d6 > 39°C
Dau bung C6 / khdng. Dya ho so bénh 4n
Chuodng bung C6 / khdng. Dya ho so bénh 4n

Non, budén nén

C6 / khdng. Dya ho so bénh 4n

Tinh chat phan c6

nhay mii

C6 / khdng. Dya ho so bénh 4n

Phan c6 mau

C6/ khéng. Dua ho so bénh an

Tut huyét ap

Khi huyét ap t6i da < 90mmHg

S6 lan tiéu chay

Nhe: 3-6 lan/ ngay
Trung binh: 7 -10 1an/ ngay
Ning: > 10 lan/ ngay

S6 ngay tiéu chay

1-3 ngay; 4-13 ngay; >14 ngay
Dua hoi bénh va hd so bénh an

To6n thuong dai trang

Duya két qua ndi soi dai trang

S6 lugng hong cau

Dua két qua trong ho so bénh an

SO lugng bach cau

Dua két qua trong ho so bénh an

Procalcitonin mau

Dua két qua trong ho so bénh 4n

Creatinin mau

Dua két qua trong ho so bénh 4n

Natri mau

Dua két qua trong ho so bénh an
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Kali mau

Dua két qua trong ho so bénh 4n

Albumin mau

Dua két qua trong ho so bénh 4n

Diéu tri metronidazole

C6/ khéng. Dyua ho so bénh an

Piéu tri vancomycin

C6/ khéng. Dyua ho so bénh an

Dung loi khuan

C6/ khong. Dua ho so bénh 4n

Thuoc boc niém mac

C6/ khong. Dua ho so bénh an

Thuoc cam ia

C6/ khéng. Dua ho so bénh an

S0 ngay nam vién

Dua ho so bénh an

Murc d0 nhay cam véi
khang sinh cua cac
chung C.difficile da

duoc phan lap

Két qua tir phong thi nghiém Vi
khuan ky khi — Vién Vé sinh dich

té Trung uvong

Dién bién bénh

Khoi; d& - ra vién; chuyén tuyén;

nang - xin vé; tr vong.

Mtc d nang cua bénh

Tinh diém theo thang diém muc
do nang & trén, dya vao thong tin

trong ho so bénh an

Muc tieu 2:
Xac dinh mot
sO yéu t6 nguy
co dén mic
ticu chay do
C.difficile gay
ticu chay &

nguoi 1én

Nhém cdc yéu té bén trong

Nhom tudi

Phan cac nhém tudi, tim nhom co
nguy co mac tiéu chay do
C.difficile cao hon

Bénh man tinh/ Tinh

trang strc khoe cia co

- C6 bénh man tinh/ Mang nhiéu

bénh man tinh cd nguy co nguy

thé co mic tiéu chay do C.difficile
- Tung loai bénh man tinh 0
nguy co mac tiéu chay do
C.difficile
Nhom cdc yéu té bén ngoai
Noi song Nong thon/ thanh thi
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Dung khang sinh

trong 8 tuan trudc

- C6 nguy co cao mac tiéu chay
do C.difficile khong.
- Dung nhiéu loai khang sinh c6

nguy co mac cao khong.

Tién sir nam vién

trong 8 tuan trudc

- C6 nguy co cao mac tiéu chay
do C.difficile khéng.

Nguy co cua tung
nhém khang sinh duogc
st dung trude khi bi

tiéu chay

Penicillin, cephalosporin,
carbapenem, quinolone, macrolid,
clindamycin, aminoside,
glycopeptid, metronidazole co
nguy co cao khong

Str dung thudc trc ché

Cé nguy co mic tiéu chay do

tiét axit da day C.difficile cao khong.
Dung hoa chat diéu tri | C6 nguy co miac tiéu chay do
ung thu C.difficile cao khong.

Dung corticoid

Co nguy co mac tiéu chay do
C.difficile cao khong

Cé can thi¢p duong
tiéu hoa

Can thiép dit 6ng thong da day,
ndi soi da day, ndi soi dai truc
trang, phau thuat tiéu hoéa... /CO
nguy co mac tiéu chay do
C.difficile cao khong

Tri€u chiing lam sang

-S6t va mite d¢ sot

-Pau bung

-Chuoéng bung

-Budn ndn, ndn

-Phéan nhay miii

-Phan méau

-Tut huyét ap

Biéu hién ndo cé nguy co cao la
do C.difficile
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Tri€u ching can 1am
sang

-Bach cau mau

-Albumin mau

-Procalcitonin mau

Biéu hién ndo c6 nguy co cao la
do C.difficile

S lan tiéu chay

<6 lan

7-10 lan

>10 lan.

Biéu hién ndo c6 nguy co cao do
C.difficile

S6 ngay tiéu chay

1-3 ngay

4-13 ngay

>14 ngay

Biéu hién ndo c6 nguy co cao do
C.difficile

Muc

Xac dinh mot

tieu 3:

s6 dic diém
phan bd kiéu
gen cua
C.difficile gay
titu chay ¢

nguoi 1on

Phan bo céc loai gen

sinh doc to

Ti 1& doc t& A+B+, doc td A-B+,

mang 2 doc to

Phan bo céc loai gen

sinh ddc t06 theo nam

Ti 1& doc t& A+B+, doc td A-B+,

mang 2 doc t6 theo nam

Phén bd loai gen sinh

doc tb theo nhém tudi

Ti 1é doc t6 A+B+, doc td A-B+,

mang 2 doc t6 theo nhom tudi

Céc tri¢u chung 1am
sang theo loai gen sinh

doc to

Triéu chimg: sbt, dau bung, budn
non - non, phan nhay mii, phan
mau, ton thuong dai trang trén noi

Sol.

S6 lan tiéu chay trung

binh

Theo céac gen sinh ddc to

S6 ngay tiéu chay
trung binh

Theo céac gen sinh ddc to
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Dién bién diéu tri theo

loai gen sinh doc t6

Dién bién: khoi, dd, chuyén tuyén,

xin v€, tr vong

Phan bo mot so yéu to
nguy co theo cac loai

gen sinh doc t6

-Tién s nam vién trong vong 8
tuan trudc;

-c6 mang bénh 1y nén;

-tién st dung khang sinh trong

vong 8 tuan trudce tiéu chay;

Céc kiéu gen ribotype
cua C.difficile

Cic kiéu gen ribotype cua
C.difficile xac dinh dugc tir phong

x€t nghiém

Phan bd céc kiéu gen
ribotype theo loai gen

sinh ddc to

Ti 16 cac kiéu gen ribotype cua
C.difficile theo loai doc t&6 A+B+
va A-B+

Phan bd cac kiéu gen
ribotype cua
C.difficile theo mot sb
dic diém dich té va

yéu t6 nguy co

-Phan b cac kiéu gen ribotype
theo nam;

- Phan bd cac kiéu gen ribotype
theo nhom tudi;

- Phan bd céac kiéu gen ribotype
theo tién str dung khang sinh;

- Phan bd céac kiéu gen ribotype
tién stir nam vién;

-Phan bd cac kiéu gen ribotype

theo bénh 1y nén.

Két qua diéu tri theo
cac kiéu gen ribotype

Phan murc khoi- d&- chuyén tuyén

va muc nang xin vé - tir vong

2.11. Xir Iy va phan tich s6 liéu:
-S4 liéu thu thap duoc dugce nhap vao may tinh, st dung phan mém Excel

2016 va duge phan tich thong ké y hoc bang phan mém STATA 14.0 [10].
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- S dung phan mém Arcgis dé v& ban d6 phan bd cic ca tiéu chay do
C.difficile theo tinh/ thanh phd.

- Trong qua trinh xtr Iy, d3 1am sach cac gia tri bi thiéu, nhap sai, khong
hop 1y, khong rd rang bang so sanh voi phiéu diéu tra gidy.

- Théng ké mo ta duoc thuc hién qua vi¢c tinh toan cac tan sd, ti 1& phﬁn
tram, trung binh dé tim sy phan bd cta cac bién nhan khau hoc (tué)i, gioil, dia
du); dac diém dich t& hoc vé phan bd ca bénh theo nam, thang, mua, theo
khoa; dic diém cac triéu ching lam sang (sét, ti€u chay,...), can lam sang
(bach cau, albumin,. . ); dién bién diéu tri, dé khang khang sinh va dac diém
phan b kiéu gen (cé4c loai gen sinh doc td, cac kiéu gen ribotype).

- Céac bién dinh tinh duoc biéu dién dudi dang tan suat va ti 1¢, cac bién
dinh lugng duoc biéu dién dudi dang gia tri trung binh néu phan b chuén
hoc trung vi néu phan bd khéng chuan.

- Thong ké suy luan duoc thé hién qua test thong ké Khi binh phuong (32)
voi tan s6 mong doi1 >5 hoac Fisher- Exact test véi tan sb mong doi1 <5 khi
kiém dinh su khac biét gilta cac nhom bénh nhan theo cac nhom tudi, két qua
diéu tri, loai gen sinh doc t6, kiéu gen ribotype va mot sd tién sir vé cac dic
diém trén.

- St dung test thong ké Student t-test doc 1ap (phan bd chuan) hodc Mann-
Whitney test (phan bd khong chudn) dé so sanh su khac biét gitta cac chi s6
dinh lugng cua 2 nhom. Test théng ké Anova (phan bd chuan va phuong sai
d6ng nhat) hoic Krusal-Wallis test (phan bb khong chuan) dé so sanh sy khac
biét gitra cac chi s6 dinh lugng cua tir 3 nhém tré 1én.

- Phan tich cac yéu t6 nguy co mac tiéu chay do Clostridium dificile, dya
vao: phan tich hoi quy logistic don bién theo cic nhom yéu td nguy co tir ca

thé bénh nhan; cac yéu t6 nguy co tir bén ngoai; cac yéu to lam sang, can lam
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sang va phan tich hoi quy logistic da bién. Phan tich hoi quy logistic da bién
duoc thuc hién nhu sau:
« Dua vio tong quan tai liéu dé xac dinh cac yéu t6 nguy co;
« Tinh hé s6 twong quan timg cip gitra cac yéu t6;
« Loai bo cac yéu tb co hé s6 trong quan>0,7;
* Pua toan bo cac yéu td duoc loc vao md hinh chay hoi quy;
« Loai bo dan cac yéu td ¢o gia tri OR ~1 va p~1;
« Lua chon md hinh téi uu va két qué cua mo hinh dugc dua vao bao cao.
- Mirc ¥ nghia thong ké o = 0,05 duoc ap dung.
2.12. Khong ché sai so
- Thiét ké phiéu nghién ctru tiéu chay sém, cé tidu chuan chan doan ca
bénh rd rang.
- Cac k¥ thuat nghién ctru duoc tién hanh twong dong, han ché tdi da phat
sinh cac sai chéch.
- Lam sach s liéu trudc khi phan tich.
- Khic phuc yéu té nhifu bang cach phan chia nhém ddi twong khi phan
tich s6 liéu. Str dung phan tich hdi quy da bién.
2.13. Pao dirc nghién ctiru
« Nghién ciru lay bénh pham phan dé xét nghiém, nudi cay, phan lap, dinh
danh. Pay la qui trinh xét nghiém thuong qui trong bénh vién, khong can
thiép, khong xam pham, khong gy dau hay anh hudng dén stc khoé cta bénh
nhan. Cac tham do, xét nghiém, diéu tri khac déu theo thudng qui va theo
phéac d6 cua bénh vién Bach Mai. Két qua xét nghiém ciia nghién ctru dugce
théng bao cho bac si, gitip dua ra quyét dinh diéu tri chinh x4c cho bénh nhan.
« Nghién ctru dugc sy chap thuan cia bénh nhan va gia dinh, tu nguyén

ldy bénh pham phan dé xét nghiém.
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« Két qua nghién ctru khi hoan thanh 13 co s¢ dé xay dung cac hudng dan
lam sang, nang cao kién thic chan doan, diéu tri, du phong tiéu chay do
C.difficile, mang lai loi ich cho bénh nhan, hé théng y té va cong dong.

« Céc thong tin vé ca nhan cua d6i twong nghién ctru dugce bao mat theo
qui dinh vé& Y duc.

« Nghién ctru di dugc thdng qua Hoi déng Pao dirc trong nghién ciru Y
sinh Vién Vé sinh Dich t& Trung wong, s6 IRB — VN01057 — 33/2015 va sb
IRB — VN01057 — 32/2016; thong qua Hoi dong Khoa hoc va Pao duc cua
bénh vién Bach Mai, s6 561/QD — BM.
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CHUONG 3: KET QUA NGHIEN CUU

3.1. Mt s6 dic diém dich t& 1am sang ciia tiéu chay do C.difficile & nguoi
16m tai bénh vién Bach Mai, 2013 — 2017

Trong thoi gian tr ndm 2013 dén 2017, nghién ctru thu nhan duoc 101
bénh nhan nguoi 16n du tiéu chuan chin doan xac dinh méc tiéu chay do
C.difficile dua vao phan tich mot sé dic diém dich t& va 1am sang.
3.1.1. Pic diém dich té tiéu chay do C.difficile

e Phdn b6 ca bénh theo thing

Phén bb tiéu chay do C.difficile theo thang (n=101)
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Céac thang trong nghién ctru
Biéu d6 3.1: Phan bé tiéu chay do C.difficile theo thang

Biéu d6 3.1 cho théy, bénh ghi nhan & tat ca cac thdng trong nam, nhiéu
vao thang 5, thang 10 (10,9%) va thang 8, thang 11 (9,9%). Tong s ca mac &
cac thang trong 5 nam nghién ctru tr 5-11 ca (5% - 10,9%).
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o Phdn bé ca bénh theo mia

Phén bb tiéu chay do C.difficile theo mua (n=101)
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Biéu do 3.2: Phan b tiéu chay do C.difficile theo mla
(Mua nong tir thang 5 den thang 10, mua lanh tir thang 11 den thang 4)

Biéu d6 3.2 cho thay, s6 ca mac & mua néng gap nhi€u hon so voi mua

lanh, tuong tGng 1a 56 ca va 45 ca (chiém 55,4% va 44,6%).

o Phin bé ca bénh theo nim:

Phén bo tiéu chay do C.difficile theo nim (n=101)
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Biéu d6 3.3: Phan b tiéu chay do C.difficile theo nim nghién ciru
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Biéu d6 3.3 cho thdy, s6 ca mic ting dan theo nim, dén nam 2016 la

cao nhét véi 28 ca (27,7%). Nam 2017, sé ca mac giam hon.

o Phdn b ca bénh theo tinh/ thanh phé:

Phén bb tiéu chay do C.difficile theo tinh/ thanh ph

Cao Bfmg
Ha Giang
Ha Tinh
Hai Phong
Lao Cai
Thai Binh
Bic Giang
Ngh¢ An
Ninh Binh
Son La
Thai Nguyén
Tuyén Quang
Bac Ninh
Ha Nam
Lang Son
Thanh Hoa
Vinh Phuc
Nam Pinh
Pha Tho
Hai Duong
Ha Noi1

Tinh/ thanh pho

=

(n=101)

H B B B B B
— e e b

- )
- )
- )
- )
- 3
- 3

B

. 5
. 5
5
e /] §

10 20 30 40 50
S6 ca tiéu chay do C.difficile

Biéu d6 3.4: Phan b tiéu chay do C.difficile theo tinh/ thanh pho

Bénh nhan tiéu chay do C.difficile dén tir c4c tinh/ thanh phd ctia mién

Bic Viét Nam, nhiéu nhat & Ha Noi (45 truong hop).
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Ban do cac Tinh/Thanh phé cé ca tiéu chay do C.difficile

Sé ca tiéu chay do
C.difficile

A OO W = O
[
D &N

5

Hinh 3.1: Ban d6 phén bé ca bénh tiéu chay do C.difficile nghién ciru

Hinh 3.1 cho thdy phan bd s ca tiéu chay do C.difficile trong nghién ctru,
gap 0 21/28 tinh/ thanh phé mién Bic Viét Nam, nhiéu nhat 1a Ha Noi va cac

tinh 1an can.
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e Phdn bo ca bénh theo viing kinh té - xi hji

Phéan b ca bénh theo ving kinh té x& hoi (n=101)

= Nong thon (n=55)
‘ ’ = Thanh thi (n=46)

Biéu d6 3.5: Phan b tiéu chay do C.difficile theo viing kinh té - xi hoi

Biéu dd 3.5 cho thiy, ti 1& bénh nhan d&én tir nong thon nhiéu hon, chiém
54.,5%, thanh thi 1a 45,5%.

e Phan bé ca bénh theo khoa diéu tri

Phé4n b ca bénh theo khoa diéu tri (n=101)
1.0% 4.0%

= Hoi stre tich cue (n=35)
= Truyén nhiém (n=53)
= Chéng doc (n=6)
Tiéu hoa (n=1)
= Huyét hoc (n=1)
= H6 hap (n=1)
= Khac (n=4)

Biéu dd 3.6: Phan b ca tiéu chay do C.difficile theo khoa diéu tri

Bénh nhan trong nghién ctru chu yéu tir khoa Truyén nhiém (52,5%) va
khoa Hoi stre tich cuc (34,7%).
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e Phin bé ca bénh theo gidi tinh

Phén bb ca tiéu chay do C.difficile theo gi6i tinh
(n=101)

= Nam (n=64)
\ ' = Nit (n=37)

Biéu d6 3.7: Phan b tiéu chay do C.difficile theo gi¢i tinh

Nam gidi chiém ti 1é cao hon: 63,4%, nir gidi: 36,6%. Ti 1é nam:nir 1a 1,7:1.

e Phdn bé ca bénh theo nhom tuéi

Phén b ca bénh theo nhém tudi (n=101)

8.9%
10.9%
') = 15-29 (n=9)
49 5%
= 30-44 (n=11)
= 45-60 (n=31)
>60 (n=50)

Biéu dd 3.8: Phan bé tiéu chay do C.difficile theo nhém tudi

Biéu dd 3.8 cho théy, s6 ca bénh tang dan theo nhom tudi. Nhom bénh

nhén trén 60 tudi chiém nhiéu nhat 49,5%.



o Phdn bé tuoi ciia bénh nhan tiéu chdy do C.difficile

Tuoi
60 80 100
1 1 1
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Biéu d6 3.9: Phan bd tudi bénh nhén tiéu chay do C.difficile
Biéu db 3.9 cho thiy, tudi trung binh cac bénh nhan nghién ctru 1a 59,4 +
18,6 tuoi. Trung vi 60 tudi, khoang tr phan vi 49-71. Bénh nhan it tudi nhat
ctia nghién ctru 13 15 tudi va nhiéu tudi nhat 1a 95 tudi.
3.1.2. Pic diém lam sang tiéu chay do C.difficile
o Triéu chirng lam sang

Bang 3.1. Triéu chimg ldAm sang bénh nhin mic tiéu chay do C.difficile

Triéu chirng Co Khong

(n=101) n % n %
Sot 78 (77,2) 23 (22,8)
Dau bung 63 (62,4) 38 (37,6)
Chudng bung 79 (78,2) 22 (21,8)
Budn non, non 15 (14,9) 86 (85,1)
Phén nhay mili 20 (19,8) 81 (80,2)
Phan mau 17 (16,8) 84 (83,2)
Tut huyét ap 13 (12,9) 88 (87,1)
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Bang 3.1 cho thay, triéu chimg 1am sang thudng gip ¢ bénh nhan tiéu chay
do C.difficile 1a sét (77,2%), dau bung (62,4%), chudéng bung (78,2%), it gip
budn nén - ndn; phan nhay mili; phan mau. C 12,9% bénh nhan tut huyét ap.

o Mirc dp sot

Mt d6 sot ctia bénh nhan tiéu chay do C.difficile
(n=101)

S am

= <37,5 do (n=23)
= 37,5-39 do (n=65)
= >39 d9 (n=13)

Biéu d6 3.10. Mirc d9 sot ctia bénh nhan tiéu chay do C.difficile

Biéu d6 3.10 cho thdy, bénh nhan mic tiéu chay do C.difficile thuong sot
mtrc do nhe - trung binh, tir 37,5°C dén 39°C (64,4%)

Bang 3.2. Pic diém cia tiéu chay do C.difficile trong nghién ciru

S6 luong (n=101) | tilé %
S6 lan tiéu chay | 3-6 lan 66 65,3
t6i da trong ngdy | 7-10 lan 25 24,8
>10 lan 10 9,9
X +SD (min, max) |7+4,91an (3 - 30 lan)
Sb ngay tiéu chay | 1-3 ngay 20 19,8
4-13 ngay 50 49,5
>14 ngay 31 30,7
Trung vi (min, max) | 8 ngay (1 — 170 ngay)

X # SD: trung binh + d6 1éch chudn; min: gia tri nho nhat; max: gia tri 16n nhat
Theo bang 3.2, tiéu chay do C.difficile thuong tir 3-6 1an/ ngay (65,3%). SO
1an tiéu chay trung binh 12 7 + 4,9 14n, it nhat 14 3 1an/ ngdy, nhiéu nhat 1a 30



1an/ ngay. Thoi gian tiéu chay thudng dai hon 4 ngay (80,2%). Sé ngay tiéu
chay trung vi 1a 8 ngdy, thip nhat 1a 1 ngay, dai nhat 1a 170 ngay. Pic biét,
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30,7% tiéu chay kéo dai trén 2 tuan.

o Triéu chirng cdn ldm sang tiéu chdy do C.difficile

Béng 3.3. Xét nghiém phan &ng viém ¢ bénh nhan tiéu chay do C.difficile

Chi sb xét nehié Binh thwong Tang vira Ting nhiéu
i 50 xét nghiém n (%) n (%) n (%)
S6 luong bach cau
40 (39,6%) 33 (32,7%) 28 (27,7%)
(n=101)
Pro-calcitonin
0 28 (75,7%) 9 (24,3%)
(n=37)

Bang 3.3 cho thdy, s6 luong bach cau ting & 60,4% truong hop, ting cao

>15 G/L chiém 27,7%. C6 37 bénh nhan xét nghiém pro-calcitonin déu ting,

da so tang vira 0,05 — 10 ng/mL (75,7%), c6 24,3% ting cao trén 10 ng/mL.

Bang 3.4. Cac xét nghiém mau khac

. , Binh thuong Giam Tang
Chi s0 xét nghiém
n (%) n (%) n (%)
S6 lugng hong ca
0 Wong hong cau 20 (19,8%) | 78 (77,2%) 3 (3%)
(n=101)
Natri (n=100) 75 (75%0) 23 (23%) 2 (2%)
Kali (n=100) 60 (60%0) 30 (30%) 10 (10%)
Creatinin  (n=97) 56 (57,7%) 41 (42,3%)
AST (n=99) 50 (50,5%) 49 (49,5%)
ALT (n=99) 66 (66,7%0) 33 (33,3%)
Binh thuong Giam vura Giam nhiéu
Albumin  (n=78) 8 (10,3%) 43 (55,1%) 27 (34,6%)

Bang 3.4 cho thay, s6 luong hong cau thuong giam hon gia tri binh thuong
<4,2 T/L (77,2%); albumin mau cia bénh nhan ti€u chay do C.difficile thuong
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giam (89,7%) va giam nhiéu dudi 25 g/L (34,6%). Natri va kali mau da sé ¢
trong muc binh thuong, tuong ung la 75% va 60%. Creatinin mau binh
thuong & 57,7% cac trudong hop. Cac men gan AST va ALT binh thuong
trong hon 50% s6 trudng hop.

Bang 3.5. Két qua soi dai trang ciia bénh nhén tiéu chay do C.difficile

Ton thwong dai trang S6 lwong (n=18) %

Viém dai trang gia mac 7 38,9
Viém dai trang chay mau 4 22,2
Viém loét dai trang 1 5,6
Viém dai trang 3 16,7
Khéng c6 ton thuong viém 3 16,7

Trong cac bénh nhan nghién ctru, chi c6 18 bénh nhan (17,8%) duogc soi dai
trang. Bang 3.5 cho thay, 15/18 bénh nhan c6 ton thuong viém cta dai trang
(83,3%), 7 bénh nhan c6 viém dai trang gia mac (38,9%).

Hinh 3.2: Hinh dnh viém dai trang gida mac
(Ket qua noi soi dai trang cua bénh nhdan nghién ciru Nguyén Thi N.)

Hinh 3.2 cho thay ton thuong viém dai trang gia mac khi noi soi dai trang ciia

bénh nhan Nguyén Thi N. trong nghién ciu.
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Bang 3.6. Piém mic d niing cia C.difficile theo dién bién bénh.

Khoi-dd-chuyén | Ning xin vé-tir vong p
Trung binh + DJ 1,3+1,1 1,8+0,7
1éch, (min — max 0-4 1-3
ech, ( ) (0-4) (1-3) 0.047"
Trung vi 1 2
T phan vi (1-2) (1-2)

(Ap dung thudt todn thong ké: t-test. Min: gid tri nhé nhat, max: gid tri lém nhat)
Bang 3.6 cho thdy, nhém bénh nhan ning — tir vong c6 diém muc d6 ning 1a
1,8+0,7 va nhom bénh nhan khoi - d& - chuyén tuyén 1a 1,3+1,1. Sy khac biét
c6 ¥ nghia thong ké, p<0,05 (t test).

Bing 3.7. Piém mirc d6 niing cia C.difficile theo khoa

Khoa 0d 1d 2d 3d 4d X +SD
Hoi sirc tich cuc 3 14 7 6 1 1,6+1,0
(n=31) (0-4)
Truyén nhiém 8 16 7 4 1 1,3+1,0
(n = 36) (0-4)
Khoa khac 1 5 2 1 0 1,4+0,9
(n=9) (0-3)
Tong so 12 35 16 11 2 1,4+1,0
(n=76) (0-4)
p = 0,39 (Anova test). X: gid tri trung binh, SD: dg léch chudn

Theo bang 3.7, chi ¢ 76 bénh nhan nghién ctru duoc lam day du cac xét
nghiém bach cau, albumin va creatinin mau dé tinh diém mtrc d6 nang. Tinh 1
diém cho mdi dau hiéu nang: s6t > 38.3°C, albumin mau < 25 g/1, bach cAu mau
> 15 G/I, creatinin mau > 133umol/L. Bang 3.7 cho thiy bénh nhan nam khoa

Hoi stc tich cuc ¢6 diém mac d6 ning 14 1,6+1,0 diém, nim khoa Truyén
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nhiém 14 1,3+1,0 diém, & cac khoa ndi khic 1a 1,4 +0,9 diém, nhung sy khac
biét gitta cac khoa chua c6 ¥ nghia thong ké, p = 0,39 (Anova test).

o Diéu tri tiéu chdy do C.difficile

Khi bénh nhén tiéu chay, xir tri 1am sang thudong 1 diéu tri khang sinh,
dung thudc boc niém mac, loi khuan duong rudt, thudc cam tiéu chay hoac

két hop 2 — 3 loai thudc cho bénh nhén.

Bang 3.8. Can thiép diéu tri bénh nhan tiéu chay do C.difficile

Céc xu tri cho bénh nhén tiéu chay S6 luong %
Dung metronidazole n=101 43 42,5
Dung vancomycin n=101 18 17,8
Dung thudc boc niém mac  n =101 49 48,5
Dung loi khuan n=101 44 43,6
Dung thudc cam tiéu chay n =101 1 1
Khéng diéu tri n=101 22 21,8

Bang 3.8 cho thdy, trong 101 bénh nhan nghién ctru, ding khang sinh
metronidazole chi trong 42,5% truong hop, 17,8% dung khang sinh
vancomycin, thudc boc niém mac dudng tiéu hoa 48,5%, loi khuan duong
rudt 43,6%. Nghién ctiru ¢d 79 bénh nhan (78,2%) c6 diéu tri mot hodc két
hop 2-3 thudc va 21,8% bénh nhan tiéu chay khong cd can thiép thudc

diéu tr1.
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Bang 3.9. Pé khang khang sinh ciia cac chiing C.difficile

Loai khang sinh Khang khang sinh | Khéng khang khang sinh
n % n %
Metronidazol (n=102) 0 0 102 100
Vancomycin  (n=102) 0 0 102 100
Moxifloxacin  (n=102) 34 33,3 68 66,7
Rifapicin (n=102) 31 30,4 71 69,6
Ampicillin (n=53) 18 34,0 35 66,0
Amoxicillin (n=53) 2 3,8 51 96,2
Ceftriaxon (n=53) 53 100 0 0
Clindamycin  (n=102) 95 93,1 7 6,9
Cloramphenicol (n=102) 5 49 97 95,1
Tetracyclin (n=102) 51 50,0 51 50,0

Trong 101 bénh nhan nghién ctru, c6 6 bénh nhan mang 2 ching C.difficile
(thu duge 107 chung vi khuan). Chi ¢6 102 ching C.difficile du diéu kién lam

dugc khang sinh d6. C6 7 khang sinh du sinh pham lam khang sinh d6 cho

102 ching C.difficile, 3 loai khang sinh khéc chi di sinh phdm 1am khéng sinh

d6 cho 53 chung C.difficile. Bang 3.9 cho thay, tat ca cac ching C.difficile

déu khang véi ceftriaxon, dé khang cao véi clindamycin (93,1%). Chua phat

hién chung khang v41 vancomycin va metronidazole trong nghién ctru.
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Ti 1€ chung C.difficile nhay cam véi cac khang sinh
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Biéu d6 3.11: Ti 1é % chiing C.difficile nhay cam véi cac khang sinh

Biéu d6 3.11 cho thdy, tit ca cic chung C.difficile con nhay cam véi
metronidazole va vancomycin. Nhay cdm gidm hon vd6i amoxicillin,
cloramphenicol, rifapicin va moxifloxacin. Khong c6 ching nao con nhay

cam vo1i ceftriaxon.
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Biéu d6 3.12. Tong so6 ngay nam vién & bénh nhén tiéu chay do C.difficile

Biéu d6 3.12 cho thdy, s6 ngay nam vién trung binh ctia cic bénh nhan tiéu

chay do C.difficile 1a 22,2+16,3 ngay. Trung vi 1a 19 ngay, t&r phan vi 11-28

ngay. SO ngay nam vién ngan nhat 1 1 ngdy, dai nhat 1a 96 ngay.

Bang 3.10. Dién bién diéu tri bénh nhan ti¢u chay do C.difficile

Khéi | Ddravién | Chuyén tuyén | Nang xinvé | Tir vong
Bénh nhan khoa Hoi 4 5 12 9 5
strc tich cuc (11,%) (14,3%) (34,3%) (25,7%) (14,3%)
(n=35)
Bénh nhan khoa 23 13 11 5 1
Truyén nhiém (43,4%) | (24,5%) (20,8%) (9,4%) (1,9%)
(n=53)
Bénh nhan khoa 4 3 4 2 0
khéac (n=13) (30,8%) (23%) (30,8%) (15,4%)
Tong s6 bénh nhan 31 21 27 16 6
(n=101) (30,7%) | (20,8%) (26,7%) (15,8%) (5,9%)

Bang 3.10 cho thay, ti 18 bénh nhan dién bién x4u (tir vong va ning xin vé)

chung cua cac bénh nhan nghién ctru 1a 21,7%, tir vong 1a 5,9%. Ti 1€ nay cao
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hon & cac bénh nhan nang phai di€u tri tai khoa Hoi stre tich cuc: dién bién

x4au (tir vong va ning xin vé) 1a 40%, tir vong 14,3%.

Bang 3.11. Phan bé dién bién diéu tri theo nhém tudi

N < 65 tudi >65 tudi
Dién bién diéu tri P
n =60 n=41

Khoi (n=31) 20 (33,3) 11 (26,8) 0,518
D& - ra vién (n=21) 11 (18,3) 10 (24,4) 0,467
Chuyén tuyén (n=27) 18 (30,0) 9 (21,9) 0,493
Ning — xin vé (n=16) 10 (16,7) 6 (14,6) 1
Tir vong (n = 6) 1(1,7) 5 (12,2) 0,039*

(Ap dung thudt todn thong ké: Fisher’s exact test)

Bang 3.11 cho thay, bénh nhan > 65 tudi c6 dién bién xau (nang xin vé va
tr vong) chiém 26,8%, trong khi nhom < 65 tudi 13 18,4%. Tt vong & nhom
bénh nhan < 65 tudi 1a 1,7%, nhung & nhom bénh nhan >65 tudi chiém
12,2%, cao hon véi khac biét ¢6 ¥ nghia thong ké, p< 0,05 (Fisher exact test).
3.2. Mot sé yéu té nguy co mic tiéu chay do C.difficile & ngudi 16m tai
bénh vién Bach Mai, 2013 - 2017

Pé ting y nghia thong ké lién quan dén c¢& mau, giam cac yéu td nhidu,
nghién ctru cac yéu td nguy co mic tiéu chay do C.difficile 1y mau vai ti 16 1
bénh: 3 chung. Trong 101 bénh nhan tiéu chay do C.difficile chon duoc 91
bénh nhan phu hop cing gidi, ciing khoa diéu trj va cing nam bi bénh véi 273
bénh nhan tiéu chay nhom ching dé phan tich cac yéu t6 nguy co mic tiéu
chay do C.difficile.
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3.2.1. Céc yéu t6 nguy co mic tiéu chay do C.difficile qua phén tich don bién
Bang 3.12. Tudi bénh nhén va tiéu chay do C.difficile

. Nhom bénh | Nhom ching
Tudi OR (95% CI) P
(n=91) (n=273)
Nhom | 15-29 7 32 1
tudi | 30-44 9 57 0,72 (0,25-2,12) | 0,554
45-60 29 71 1,87 (0,74-4,71) | 0,186
>60 46 113 1,86 (0,77-4,52) | 0,170
Nhém | < 60 42 157 1
tuoi | > 60 49 116 1,58 (0,98-2,54) | 0,06
Nhém | < 65 50 191 1
tuoi | >65 41 82 1,91 (1,17-3,11) | 0,009

Bang 3.12 cho thay, bénh nhan tir 65 tudi trd 1én ¢6 nguy co mic tidu chay
do C.difficile cao gap 1,91 lan bénh nhan dudi 65 tudi. (95% ClI: 1,17 — 3,11).

Bang 3.13. Mic bénh man tinh va tiéu chay do C.difficile

Bénh man tinh N?:r: slé)nh N?:r: ;::)ng OR (95% CI) P
Co bénh|Co 69 198 1,17 (0,68-2,03) | 0,571
man tinh | Kpgng 22 74 1
S6  bénh | >2 bénh 37 83 1,57 (0,96-2,56) | 0,073
man tinh | <3 peph 54 190 1
S6  bénh | >3 bénh 14 19 2,43 (1,16-5,07) | 0,018"
man tinh | <3 papp 77 254 1

Bang 3.13 cho thay, bénh nhan mang tir 3 bénh man tinh trd 1én c6 nguy co
mic tiéu chay do C.difficile cao gap 2,43 1an so voi cac bénh nhan it bénh
man tinh hon. Sy khac biét c6 y nghia thong ké (95% Cl: 1,16 — 5,07).
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Bang 3.14. Loai bénh man tinh/ trang thai sirc khée va tiéu chay do C.difficile

Bénh man tinh/ | Nhom bénh | Nhom ching
trang théi sic khoe | (n=91) (n=273) OR | 9% Cl g
bai thao Co 21 46 1,48 | 0,83-2,65 | 0,186
duong | Khong 70 227 1
Bénh gan | CO 13 45 0,84 | 0,43-1,65 | 0,620
man Khéng 78 228 1
Bénh than | Coé 11 18 1,95| 0,88-4,30 | 0,99
man Khong 80 255 1
Locmau | CO 5 3 5,23 | 1,23-22,35 | 0,025
chu ky | Khong 86 270 1
Bénh ho Co 11 15 2,37 | 1,04-5,36 |0,039"
hap man | Khéng 80 258 1
Bénhtiéu | CoO 5 15 1 | 0,35-2,83 1
héa man | Khéng 86 258 1
Bénh tim Co 30 70 1,43 | 0,85-2,39 | 0,176
mach Khong 61 203 1
Ung thu CAé 2 13 0,45| 0,10-2,03 | 0,299
Khong 89 260 1
Mic Co 1 7 0,42 | 0,05-3,48 | 0,423
HIV/AIDS | Khéng 90 266 1
Bénh tu Co 3 8 1,13 | 0,29-4,35 | 0,860
mién Khéng 88 265 1
St dung Co 1 7 0,42 | 0,05-3,48 | 0,423
corticoid | Khéng 90 266 1
Phiu thuat Co 6 10 1,86 | 0,66-5,26 | 0,244
Khéng 85 263 1
Céthaiva | Co 1 11 0,26 | 0,03-2,08 | 0,206
cho con bu | Khéng 90 262 1
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Phan tich 13 yéu t6 quan tdm vé ting loai bénh man tinh/ trang thai strc
khoe ctia bénh nhan véi mac tiéu chay do C.difficile, bang 3.14 cho thdy, loc
mau chu ky c6 nguy co méc tiéu chay do C.difficile cao gip 5,23 1an bénh
nhan khong loc mau chu ky, p< 0,05 (95% CI: 1,23 - 22,35). Nguoi c6 bénh
hé hap man c6 nguy co mic tiéu chay do C.difficile cao gip 2,37 lan nguoi
khong méc bénh hé hdp man, p< 0,05 (95% CI: 1,04 - 5,36). Ngudi c6 mot sd
cac bénh man tinh khac nhu méc dai thao duong, mang bénh than man tinh,
bénh tim mach, bénh ty mién hoic phai trai qua phﬁu thuat ghi nhan cé mic
tiéu chay do C.difficile cao hon, nhung su khac biét chua c6 ¥ nghia théng ké.

Bang 3.15. Noi song ciia bénh nhén tiéu chay

Noisong | Nhom bénh Nhom chimg OR (95%ClI) p
(n=91) (n=273)
No6ng thon 47 178 1
Thanh thi 44 95 1,75 (1,08-2,84) | 0,022"

Theo bang 3.15, bénh nhan thanh thi ¢c6 nguy co tiéu chay do C.difficile cao

gap 1,75 lan cac bénh nhan & ndng thdn, p <0,05 (95% CI: 1,08 — 2,84)

Bang 3.16. Tién sir ndm vién trong vong 8 tuiin trude tiéu chay

Tién st nam vién 8 | Nhém bénh | Nhdm ching | OR (95% CI) p
tuan trudc (n=91) (n=273)
Co 67 (73.6) | 172 (63) |1,64(0,97-2,78) | 0,066
Khong 24 (26,4) | 101 (37) |1
S6 ngay nam vién 1,02 (0,99-1,05) | 0,061
trude tiéu chay:
Trung vi 10 7
T phan vi 2-20 2-14
min, max (0-84) (0-90)
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Bang 3.16 cho thiy, ndm vién trong vong 8 tudn trudc ¢6 nguy co mic tiéu
chay do C.difficile, véi OR = 1,64. Tuy nhién, sy khac biét chua c6 y nghia
théng k&, (95% CI: 0,97 — 2,78). Thoi gian nam vién trudc ti€u chay & nhom
bénh c6 gia tri trung vi 1a 10 ngay, nhom chimg 1a 7 ngay, tuy nhién su khac

biét vé thoi gian nam vién trude tiéu chay chua c6 ¥ nghia thdng ké (p >0,05).

Bang 3.17. Tién sir dung khang sinh trong 8 tuin trwéc tiéu chay

Tién sir dung khang | Nném bénh | Nnom chimg |  OR (95%Cl) p
sinh trong 8 tuan (n=91) (n=273)
trudce tieu chay

Co 61 (67) 165 (60,4) | 1,33 (0,81-2,19) | 0,262
Khéng 30 (33) 108 (39,6) 1

>2 loai 44 125 1,11 (0,69-1,78) | 0,671
<2 loai 47 148 1

>3 loai 20 52 1,20 (0,67-2,14) | 0,544
<3 loai 71 221 1

Bang 3.17 cho thay, dung khang sinh trong vong 8 tuan trudc khi bi tiéu
chay c6 nguy co mic C.difficile cao hon khéng dung khéang sinh, OR = 1,33.
Tuy nhién, su khac biét chua c6 ¥ nghia théng ké, p>0,05 (95% ClI: 0,81 —
2,19). Tién sir dung 2 dén 3 loai khang sinh trong 8 tuan trudc tiéu chay giira

2 nhém ciing chua c6 su khac biét co ¥ nghia thong ké.
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Bang 3.18. Nhém khang sinh sir dung trong 8 tuén truéc tiéu chay

Nhém khéng sinh Nhom
dung trong 8 tuan bénh Nhom chimg OR (95% CI) p
(n=273)
trude tiéu chay (n=91)

Nhom penicilin | Cé 4 9 1,35 (0,41-4,49) | 0,626
Khoéng 87 264 1

Nhom Co 33 74 1,53 (0,92-2,53) | 0,098

cephalosporin | Khong 58 199 1

Nhom Co 37 97 1,24 (0,76-2,02) | 0,380

carbapenem Khéng 54 176 1

Nhom Co 6 12 1,54 (0,56-4,22) | 0,405

aminosid Khéng 85 261 1

Nhom macrolid | Cé 6 11 1,68 (0,60-4,68) | 0,320
Khong 85 262 1

Nhom Co 1 4 0,75 (0,08-6,77) | 0,796

clindamycin Khong 90 269 1

Nhom quinolon | C6 19 51 1,15 (0,64-2,07) | 0,645
Khdng 12 222 1

Nhom Co 0 2 -

cotrimoxazole | Khong 91 271 1

Nhom Co 4 29 0,39 (0,13-1,13) | 0,083

metronidazole | Khéng 87 244 1

Nhém Cé 3 37 0,22 (0,07-0,72) | 0,013"

glycopeptid Khdng 88 236 1

Béng 3.18 cho thay, khi sir dung cac khang sinh trong vong 8 tuan trudc tiéu
chay, bénh nhan dung khang sinh nhom glycopeptid dé chira bénh khac co it
nguy co mac C.difficile hon, bang 0,22 1an & nhém chimg, p <0,05 (95% CI:
0,07 -0,72).
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Bang 3.19. Mt s6 tién sir can thiép khac

Tién str can thiép N?r?r: :f)n h N}(Ir?r: ggg)n &1 OR (95%Cl) p
Dung thudc Cé 39 102 1,26 (0,78-2,04)| 0,352
khang axit da day|Khéng 52 171 1
Dung corticoid | Co6 9 20 1,39 (0,61-3,17)| 0,436
Khéng 82 253 1
Dung thudc diéu | C6 1 3 1 (0,10-9,73) 1
triung thy  |Khéng 90 270 1
Can thiép duong | CO 40 111 1,14 (0,71-1,85)| 0,581
tiéu hoa Khong 51 162 1

Bang 3.19 cho thdy, dung thudc khang axit da day, dung corticoid hay cac
can thiép dudng tiéu hoéa gip nhiéu hon ¢ nhom bénh, nhung sy khac biét
chua c6 y nghia thong ké (p >0,05).

Bang 3.20. Cac triéu chirng 1am sang

Triéu chirng 1am sang | Nhom bénh | Nhom ching OR (95%CI) p
(n=091) (n=273)
Sot >37,5 do 74 222 1 (0,54-1,84) 1
<37.5 do 17 51 1
S6t >38,5 do 35 93 1,21 (0,74-1,98) | 0,447
<38,5d9 56 180 1
DPau bung Co 56 171 0,95 (0,59-1,56) | 0,851
Khéng 35 102 1
Chudng Cé 72 201 1,34 (0,75-2,37) | 0,319
bung Khéng 19 71 1
Buon non, Co 12 53 0,63 (0,32-1,24) | 0,182
non Khong 79 220 1
Phan Co 17 12 4,98 (2,28-10,89) | <0,001"
nhiy miii | Khong 74 260 1
Phanmau| Co 15 21 2,36 (1,16-4,80) | 0,018"
Khdng 76 251 1
Tut huyét Co 12 33 1,10 (0,54-2,24) | 0,783
ap Khéng 79 240 1
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Bang 3.20 cho thdy, phan nhdy miii 14 yéu t6 c6 lién quan dén chi diém

chan doan maéc tiéu chay do C.difficile cao hon 4,89 1an so véi phan khong

nhay miii, p< 0,05 (95%CI: 2,28 — 10,89). Phan c6 méu ciing 13 yéu té c6 lién

quan dén chi diém chin doan méc tiéu chay do C.difficile cao gip 2,36 lan

phan khdng c6 mau, p <0,05 (95% ClI: 1,16 —4,8).

Bang 3.21. S6 lan tiéu chay trong ngay

oo Nhém bénh | Nhém ching
S 1an tiéu chay OR (95%CI) p
(n=91) (n=273)

<6 lan 60 205 1

7-10 lan 21 37 1,94 (1,06-3,56) | 0,033
>10 lan 10 31 1,1 (0,51-2,38) | 0,804
S6 1an tiéu chay | 7,0%5,1 6,0+3,7 1,06 (1,0-1,11) |0,049"
trung binh (3_30) (3_20)

Bang 3.21 cho thay, tiéu chay 7-10 1an/ ngay 1a yéu t6 lién quan dén mac

tiéu chay do C.difficile cao gip 1,94 1an so véi tiéu chay c6 sd 1an it hon, p<
0,05 (95% Cl: 1,06 — 3,56). S6 lan tiéu chay trung binh & nhom bénh 13 7,0 +
5,1 ngay ciing nhiéu hon nhém chimg 6,0 + 3,7 ngay (p< 0,05).




82

Bang 3.22. S6 ngay tiéu chay

S6 ngay tiéu chay

Nhoém bénh | Nhom ching | OR (95%Cl) p

n=091 n=273
1-3 ngay 18 84 1
4-13 ngay 47 138 1,59 (0,87-2,92) | 0,135
>14 ngay 26 51 2,38 (1,19-4,76) | 0,014"
S6 ngay tiéu chay 1,01 (0,99-1,03) | 0,121
Trung vi, t¢ phan| 8 (1-170) 5 (1-90)
vi, min - max (4-15) (3-10)

Tiéu chay > 14 ngay c6 lién quan dén chi diém chan doan mac tiéu chay do
C.difficile cao gap 2,38 1an tiéu chay it hon, p< 0,05 (95%CI: 1,19 — 4,76). S6
ngay tiéu chay & nhém bénh kéo dai hon nhém chirng, nhung khac biét chua

c¢6 y nghia théng ké (p > 0,05).

Bang 3.23. Mot s6 triéu chirng cin lAm sang

Xét nghiém mau Nhém bénh | Nhém chimg OR (95%Cl) p
n=91 n=273
Bach cau | 10-15 32 66 1
<10 33 120 0,57 (0,32-1,00) | 0,052
>15 26 85 0,63 (0,34-1,16) | 0,138
Albumin <25 24 54 1,27 (0,71-2,27) | 0,424
>25 48 137 1
Procalcitonin | >10 8 24 0,72 (0,28-1,81) | 0,483
<10 26 56 1

S6 luong bach cau méu, albumin mau va procalcitonin mau khong co sy

khac biét co y nghia gitta 2 nhom (p >0,05).
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Bang 3.24. Tong hop céc yéu t6 lién quan co y nghia trong phén tich don bién

TT|Cac bién sb Nhém bénh | Nhém ching | OR 95%_Cl p
n =91 n =273
1 > 65 tudi 41 82 1,91 | 1,17-3,11 | 0,009
2 Sbng & thanh thi 44 95 1,75 | 1,08-2,84 | 0,022
3 | C6 >3 bénh man tinh 14 19 2,43 | 1,16-5,07 | 0,018
4 | Can loc mau chu ky 5 3 523 | 1,23-22,35 | 0,025
5 | Co bénh ho hap man 11 15 2,37 | 1,04-536 | 0,039
6 | Dung khang sinh nhom 3 37 0,22 | 0,07-0,72 | 0,013
glycopeptid diéu tri
bénh khac trong vong 8
tudn trude tiéu chay
7 |  Phan c6 nhay mii 17 12 4,98 | 2,28-10,89 |<0,001
8 Phan c6 mau 15 21 2,36 | 1,16-4,80 | 0,018
9 | Tiéu chay 7-10 lan/ 21 37 1,94 | 1,06-356 | 0,033
ngay
10 S ngay tiéu chay 26 51 2,38 1,19-4,76 0,014
>14 ngay

Bang 3.24 cho thdy, khi phan tich don bién, c6 10 yéu t6 lién quan dén tiéu

chay do C.difficile. C6 5 yéu t6 nguy co cho mic tiéu chay do C.difficile 1a:

tudi cao > 65, sdng & thanh thi, c6 mac san > 3 bénh 1y man tinh, bénh nhan

can loc mau chu ky, bénh nhan bi bénh ho hép man tinh. Co6 4 yéu t6 lién

quan dén chi diém, chan doan méc tiéu chay do C.difficile 1a: dai tién phan c6

nhay miii, dai tién phan c6 mau, tiéu chay 7-10 lan/ ngdy, sb ngdy tiéu chay

kéo dai > 14 ngay. C6 mot yéu td bao vé 1a c6 tién sir dung khang sinh nhom

glycopeptid diéu tri bénh khac trong vong 8 tudn trudc tiéu chay.
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3.2.2. Yéu td nguy co mic tiéu chay do C.difficile & ngwoi 16n trong phén
tich da bién
Bang 3.25. C4c yéu td nguy co mic tiéu chay do C.difficile trong phan
tich da bién

T Ciic bifn s& Nhoém bénh | Nhdm chirng OR (95%Cl

ac bién so n=ol N =273 (95%Cl) p
1 > 65 tudi 41 82 2,01 (1,20-3,40) 0,009
2 Song & thanh thi 44 95 1,76 (1,05-2,96) 0,032
3 | Can loc méau chu ky 5 3 7,32 (1,55-34,60) | 0,012
4 Dung khang sinh 3 37 0,18 (0,05-0,67) | 0,011

nhom Glycopeptid

diéu tri bénh khac 8

tuan trudc tidu chay
5 | Phan c6 nhay mili 17 12 5,94 (2,50-14,12) | <0,001
6 Tiéu chay 21 37 1,98 (1,04-3,77) 0,037

7-10 1an/ ngay

Céc yéu 6 lién quan co ¥ nghia thong ké trong phén tich don bién tiép tuc
dugc dua vao phan tich da bién theo md hinh hoi quy logistic. Két qua cudi
cung ctia phén tich da bién & bang 3.25 cho thiy, ¢6 6 yéu té doc 1ap thuc su
lién quan dén tiéu chay do C.difficile. C6 3 yéu td nguy co méc tiéu chay do
C.difficile la: tudi > 65 (OR = 2,01); séng & thanh thi (OR = 1,76); bénh nhan
can loc mau chu ky (OR = 7,32). C6 2 yéu t6 lién quan dén chi diém cho chan
doan méc tiéu chay do C.difficile 1a dai tién phan c6 nhay miii (OR = 5,94);
tiéu chay mirc vira tir 7 — 10 1an/ ngay (OR = 1,98). Yéu t bao vé voi mic
tiéu chay do C.difficile 1a sir dung khang sinh nhém glycopeptid diéu tri bénh
khac trong vong 8 tuan trudc tiéu chay (OR = 0,18).
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3.3. Mt sé dic diém phan bd kiéu gen caa C.difficile gy tiéu chay &
ngwoi Ion tai bénh vién Bach Mai, 2013 - 2017

Tat ca cac chung C.difficile ciia bénh nhan chan doan xac dinh mic tiéu
chay do C.difficile dugc phan tich dic diém kiéu gen.
3.3.1. C4c gen sinh ddc t6 ciaa C.difficile

Bang 3.26: Ti I¢ c4c gen sinh ddc to cira C.difficile & bénh nhan nghién ciru

Gen sinh ddc to S6 luong bénh nhan (n=101) Ti & %
A+B+ 50 49,5
A-B+ 45 44,6
A+B+ va A-B+ 6 5,9

Bang 3.26 cho thiy, di phat hién duoc ca 2 loai gen sinh doc t6 cua
C.difficile 1a A+B+ (49,5% bénh nhan) va A-B+ (44,6% bénh nhan). Dac biét,
¢ 6 bénh nhan (5,9%) dong thoi mic ca 2 chung C.difficile: chung mang gen
sinh doc t6 A+B+ va chiing mang loai gen sinh doc t A-B+.

4 5 6 8 10 12 13 15 16 17

3 5 7 8 9 11 1 15 16 17

Hinh 3.3: PCR da mdi x4c dinh gen sinh déc té cia C.difficile
¢ bénh nhan nghién ciru (nguon: Khoa vi khudn — vién VSDTTW)

Giéng 4, 6, 10, 12, 13: chi ¢6 1 bang cua gen tpi 280bp dac hiéu loai Clostridium, khong
c6 gen sinh doc t0, la chung C.difficile A-B-

Giéng 5, 8, 15, 16, 17: mang 1 bang cua gen tcdA 369bp, 1 bang cua gen tpi 280bp va 1
bang cua gen tcdB 160bp, 1a chung C.difficile A+B+

Giéng 3,7, 9, 11, 14: mang 1 bang cta gen tpi 280bp va 1 bang cua gen tcdB 160bp, va
1 bang cua gen tcdA 110bp, 1a chung C.difficile A-B+
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Hinh 3.3 minh hoa két qua phan tmg PCR xac dinh gen tpi dic hiéu cho
loai Clostridium, gen sinh ddc t6 A va gen sinh doc t6 B ctia Clostridium
difficile & bénh nhan nghién ctru.

Tat ca cac chung C.difficile sinh doc té déu phat hién dugc 3 bing voi ddm
d6 16 rang va bang nhau.

Bang 3.27: Sw phan bd cac loai gen sinh ddc td ciia C.difficile theo nim

Gen sinh doc | Nam 2013 | Nam 2014 | Nam 2015 | Nam 2016 | Nam 2017 p
to n=12 n=18 n=24 n=28 n=19
A+B+ 7(58,3) | 7(38,9) | 10(41,7) | 14(50,0) | 12 (63,2) | 0,526
A-B+ 3(25,0) | 9(50,0) | 13(54,2) | 13(46,4) | 7(36,8) | 0,493
A+B+vaA-B+| 2(16,7) | 2(11,1) 1(4,2) 1(3,6) 0 0,293

(Ap dung thudt todn thong ké: Fisher’s exact test)

Bang 3.27 cho thay, chung C.difficile co gen sinh doc t6 A-B+ khong cao ¢
nam 2013, c6 xu hudng ting vao nim 2014 dén 2015 va giam xubng cung voi
tong s6 ca nam 2017. Tuy nhién, sy khac biét giita cac chung C.difficile mang
cac gen sinh doc té khong co su khac biét co y nghia giita cic ndm nghién
ctru, p >0,05 (Fisher’s exact test).

Bang 3.28 Phin b6 nhom tudi theo loai gen sinh ddc t6 cia C.difficile

Nhom tudi A+B+ A-B+ A+B+ va A-B+| p
n=50 n=45 nN=06

15- 60 tudi 26 (52,0) 21 (46,7) 4 (66,7) 0,661

>60 tudi 24 (48,0) 24 (53,3) 2 (33,3)

(Ap dung thudt todn thong ké: Fisher’s exact test)

Bang 3.28 cho thiy, bénh nhan >60 tudi mang loai gen sinh doc t& A-B+

nhiéu hon (53,3%) so voi ltra tudi tré hon, nhung khac biét chua c6 ¥ nghia

thong ké (p> 0,05) (Fisher’s exact test).
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Bang 3.29: Cac triéu chirng 1Am sang cia C.difficile theo loai gen djc to

Tri¢u chirng A+B+ A-B+ 2 doc td p
n=>50 n=45 n==6
Sot n=101
Co| 39(78,0) 34 (75,6) 5(83,3) | 0,928V
Khéng | 11 (22,0) 11 (24,4) 1(16,7)
Dau bung n=101
Co| 31(62,0) 28 (62,2) 4 (66,7) 1®
Khéng | 19 (38,0) 17 (37,8) 2 (33,3)
Nén, budn nén n=101
Co | 39(78,0) 42 (93,3) 5(83,3) | 0,110®
Khéng | 11 (22,0) 3(6,7) 1(16,7)
Phéan nhay n=101
Co| 9(18,0) 10 (22,2) 1(16,7) | 0,846®
Khoéng | 41 (82,0) 35 (77,8) 5 (83,3)
Phan méau n=101
Co| 10(20,0) 5(11,1) 2(33,3) | 0,2120
Khéng | 40 (80,0) 40 (88,9) 4 (66,7)
Soi dai trang (n=18) (n=9) (n=8) (n=1)
CO6 viém dai trang 8 (88,9) 6 (75,0) 1 (100) 0,647W
Khéng viém 1(11,1) 2 (25,0) 0
Viém dai trang gia mac | 3(33,3) 4 (50) 0 0,778
Khong viém 6 (66,7) 4 (50) 1 (100)
S6 lan tiéu chay trung | 7,3%5,3 6,7+4,8 58+1,2 | 0,901®
binh (3-30) (3-30) (5-8)

(Ap dung thudt todn thong ké O Fisher’s exact test va @: Kruskal - Wallis test)
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Bang 3.29 cho thdy, trong 101 bénh nhén tiéu chay do C.difficile, khdng c6
su khac biét vé triéu chiing 1am sang cua cac loai gen sinh doc td, p > 0,05
(Fisher’s exact test). Chi c6 18 bénh nhan duoc soi dai trang, biéu hién viém
dai trang cling nhu viém dai trang gia mac khong co6 sy khac biét gitra cac loai
gen sinh doc t6 (Fisher’s exact test). S6 1an tiéu chay trung binh khong c6 su
khac biét giita cac loai gen sinh doc td, p >0,05 (Kruskal - Wallis test).

Bang 3.30: Tién sir nam vién trong 8 tuin trwéc tiéu chay theo gen doc to

Tién sirnam vién | A+B+ A-B+ | 2loaiddcto | Tong sd p
trong vong 8 tuan | n (%) n (%) n (%) n (%)

trudce tiu chay
Cé 32 (64,0) | 37(82,2) | 6(100) | 75(74,3) | 0,046
Khéng 18 (36,0) | 8(17.8) 0 26 (25,7)
Tong sd 50 (100) | 45 (100) | 6 (100) | 101 (100)

(Ap dung thudt todn thong ké: Fisher’s exact test)

Bang 3.30 cho thiy, bénh nhan tiéu chay do C.difficile mang doc t& A+B+,
A-B+ hodc mang ca 2 loai doc td, déu c6 tién st nam vién trong vong 8 tuan
trudc tiéu chay cao hon. Sy khéc biét c6 ¥ nghia thong ké véi p <0,05 (Fisher’s
exact test).

Bang 3.31: Tién sir c6 bénh 1y man tinh theo gen sinh doc to

Bénhly man | A+B+ A-B+ 2 loai doc t6 | Tong sd P
tinh n =50 n =45 n==6 n =101

Co 36 (72,0) | 33(73,3) 6 (100) 75 (74,3) | 0,497

Khéng 14 (28,0) | 12(26,7) 0 26 (25,7)

(Ap dung thudt todn thong ké: Fisher’s exact test)

Bang 3.31 cho thdy, khong co su khac biét vé ti 16 mang bénh 1y man tinh

ctia bénh nhéan c6 gen sinh doc t khac nhau, p>0,05 (Fisher’s exact test)
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Bang 3.32: Tién sir ding khang sinh trong 8 tuiin truée tiéu chay

theo gen sinh ddc t6

Str dung khang sinh ) . .
. A+B+ A-B+ 2 loai doc to | Tong so
trong vong 8 tuan p
. n (%) n (%) n (%) n (%)
trudc tieu chay
Co 27 (54,0) | 33 (73,3) 6 (100) | 66 (65,4) | 0,024
Khéng 23 (46,0) | 12 (26,7) 0 35 (34,6)
Tong sd 50 (100) | 45(100) | 6(100) | 101 (100)

(Ap dung thudt todn thong ké: Fisher’s exact test)

Bang 3.32 cho thiy, bénh nhan tiéu chay do C.difficile mang doc t& A+B+,
A-B+ hodc mang ca 2 loai doc t6, €O tién sir dung khang sinh trong vong 8
tuan trude khi tiéu chdy cao hon nhom khong c6 tién sir dung khang sinh
trong 8 tuan trudc. Su khac biét co y nghia thong ké, p<0,05 (Fisher’s exact
test).

Bing 3.33: Dién bién tiéu chay do C.difficile theo loai gen sinh ddc to

N , A+B+ A-B+ 2 loai doc td Téng $0
Dién bién p
n =50 n =45 n==6 n =101
Khoi 15 (30,0) 16 (35,6) 0 31(30,7) | 0,205

D-ravien | 13(26,0) | 7(156) | 1(167) | 21(20,8) | 0,442

Chuyén tuyén | 10 (20,0) | 13(28,9) | 4(66,7) | 27 (26,7) |0,046*

Ningxinvé | 10(20,0) | 5(11,1) | 1(16,7) | 16(158) | 0,495

Tir vong 2 (4,0) 4 (8,9) 0 6(59) | 0,493

(Ap dung thudt todn thong ké: Fisher’s exact test)
Bang 3.33 cho thay, dién bién khéi, d&, niang va tir vong cua tiéu chay do
C.difficile theo cac loai gen sinh doc t& khéng co su khac biét, p>0,05

(Fisher’s exact test).
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3.3.2. Pic diém vé kiéu gen ribotype ciia C.difficile
Nghién ctru da phan lap dugc 107 chung C.difficile tir 101 bénh nhan. Tuy
nhién, khi dua vao phan tich chi c6 102 chung C.difficile c6 du diéu kién dé

xéc dinh duoc kiéu gen ribotype.

Céc kiéu gen ribotype cua C.difficile (n=102)

2.0% 4.9% 3.9% " 001

2. 9% " 014

. 0939
= cc835
= 017

= trf

Biéu d6 3.13: Cac kiéu gen ribotype ciia C.difficile trong nghién ciru

Str dung k¥ thuat PCR ribotyping di xac dinh duoc 8 kiéu gen ribotype ctia
C.difficile. Biéu db 3.13 cho thiy, nghién ctru ndy gip nhiéu nhat 1a kiéu gen
ribotype trf (24,5%). Cac kiéu gen ribotype phd bién khac 1a ribotype 017
(23,5%) va cc835 (22,5%), 0g39 (15,7%). Mot s kiéu gen ribotype co ti 16
gap it hon la 014, ozk, cr va 001.
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Toxigenic C.difficile strains conirols

M trf 017 Neg

Hinh 3.4: Cac kiéu gen ribotype ciia C.difficile mang gen sinh déc t6
~ A-B+ &' bénh nhéin nghién ciru
(Nguon: Khoa vi khudn — Vién Vé sinh dich té trung wong)
Hinh 3.4 minh hoa san pham dién di cta cac ching C.difficile mang loai
gen sinh doc t6 A-B+ ctia nghién ctru d6i chiéu v6i ching tham chiéu c6 kiéu
gen trf va 017 thuc hién tai phong xét nghiém Khoa vi khuin — Vién V¢ sinh

dich té trung wong.
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Controls

okz cc835 002 014
0g39 cr 001 Neg M

Toxigenic C.difficile strains

11

ELLIEN

-

1 23 4 56789 10 11
Hinh 3.5: Cac kiéu gen ribotype ciia C.difficile mang loai gen sinh ddc to
A+B+ ¢ bénh nhan nghién ciru

(Nguon: Khoa vi khudn — Vién Vé sinh dich té trung wong)

Hinh 3.5 minh hoa san pham dién di ctia mot sb ching C.difficile mang loai
gen sinh doc t6 A+B+ cta nghién ctru duoc ddi chiéu voi cac kiéu gen
ribotype cta ching tham chiéu, thuc hién tai phong xét nghiém cua Khoa vi

khuan — Vién V& sinh dich t& trung uong.
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Bang 3.34: Phan bo kiéu gen ribotype ciia C.difficile va loai gen sinh déc to

Kiéu gen ribotype A+B+ A-B+
n=102 n=>53 n=49
001 2 (3,8) 0
014 5(9,4) 0
ozk 4 (7,5) 0
cr 3(5,7) 0
0939 16 (30,2) 0
cc835 23 (43,4) 0
017 0 24 (49,0)
trf 0 25 (51,0)

Bang 3.34 cho thay, C.difficile mang loai gen sinh doc tb A+B+ trong nghién
ctru ¢6 6 kiéu gen ribotype 1a: 001, 014, ozk, cr, 0g39 va cc835. C.difficile
mang loai gen sinh doc té A-B+ ¢6 2 kiéu gen ribotype 1 017 va trf.

Bang 3.35: Phan bo cac kiéu gen ribotype ciia C.difficile theo nim

Kiéu ribotype 2013 2014 2015 2016 2017
n=102 n=13 n=20 n=25 n=28 n=16
001 n=2 1(7,7) 1(5) 0 0 0
cr n=3 1(7,7) 0 1(4) 0 1(6,2)
okz n=4 0 0 3(12) 0 1(6,2)
014 n=5 0 3 (15) 1(4) 1(3,6) 0

0939 n=16 | 4(30,7) | 2(10) 1(4) | 5(17,9 | 4(25)
cc835 n=23 | 3(23,1) | 3(15) | 5(20) | 9(32.1) | 3(1898)
017 n=24 | 4(30,7) | 2(10) | 8(32) | 6(21,4) | 4(25)
trf  n=25 0 9(45) | 6(24) | 7(25 | 3(188)

Bang 3.35 cho thay, trong 5 nim nghién ctru, cac kiéu gen luu hanh phd
bién nhat 1a trf, 017 va cc835. Nam 2014 kiéu gen ribotype trf gip nhiéu nhat
(45%), r6i giam dan. Nam 2015, kiéu gen ribotype 017 gip nhiéu nhat (32%),
roi giam dan. Nam 2016, kiéu gen ribotype cc835 gip nhiéu nhét (32,1%).
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Bang 3.36: Phan bd céc kiéu gen ribotype cia C.difficile theo nhom tudi

Kiéu gen ribotype 15-60 tudi >60 tudi p
n =102 n=250 n=>52

001 (n=2) 0 2 (3,9) 0,495
cr (n=3) 1(2,0) 2 (3,9) 1
okz (n=4) 1(2,0) 3(5,8) 0,618
014 (n=5) 3(6,0) 2 (3,9) 0,675
0939 (n=16) 8 (16,0) 8 (15,4) 1
cc835  (n=23) 14 (28,0) 9 (17,3) 0,240
017 (n=24) 15 (30,0) 9(17,3) 0,164
trf (n=25) 8 (16,0) 17 (32,7) 0,066

(Ap dung thudt todn thong ké: Fisher’s exact test)

Bang 3.36 cho thay, cac kiéu gen ribotype cua C.difficile gip & ca nhom
dudi 60 va trén 60 tudi. Kiéu gen ribotype 017 va cc835 gip nhiéu & nhom
tudi dudi 60 (twong tGng 13 30% va 28%), kiéu gen ribotype trf troi 1én o
nhoém tudi trén 60 (chiém 32,7%). Tuy nhién su khac biét vé cac kiéu gen
theo nhom tudi chua co ¥ nghia thong ké, p>0,05 (Fisher’s exact test).

Bang 3.37: Phan bd cac kiéu gen ribotype ciia C.difficile
theo tién sir dung khang sinh

2 : Co6 dung khang sinh | Khéng dung khang
Kiéu gen ribotype \ . , N )
N =102 trong 8 tuan trudc sinh § tuan trudc p
n=70 n=232

001 (n=2) 2 (2,9) 0 1
cr (n=3) 3(4,3) 0 0,550
okz (n=4) 1(1,4) 3(9,4) 0,090
014 (n=5) 1(1,4) 4 (12,5) 0,033*
0939 (n=16) 12 (17,1) 4 (12,5) 0,770
cc835  (n=23) 13 (18,6) 10 (31,3) 0,202

017 (n=24) 17 (24,3) 7(21,9) 1
trf (n=25) 21 (30,0) 4 (12,5) 0,082

(Ap dung thudt todn thong ké: Fisher’s exact test)
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Bang 3.37 cho thiy, kiéu gen ribotype trf c6 xu hudng gip nhiéu hon
(30%) trong nhém c6 dung khang sinh trong 8 tudn trudc tiéu chay va kiéu
gen ribotype cc835 gip nhiéu hon trong nhém khéng dung khang sinh trong 8
tuan trudc tiéu chay (31,3%). Tuy nhién, su khac biét chua c6 Y nghia théng

ké voi p > 0,05 (Fisher’s exact test).

Bang 3.38: Phan b cac Kkiéu gen ribotype ciia C.difficile theo tién sir nam

vién trong vong 8 tuan trwdc tiéu chay

B . C6 nam vién trong 8 | Khoéng nam vién
Kiéu gen ribotype ) .
tuan trudc trong 8 tuan trudc p
n =102
n=78 n=24

001 (n=2) 2 (2,6) 0 1
cr (n=3) 3(3,9) 0 1
okz (n=4) 2 (2,6) 2 (8,3) 0,235
014 (n=5) 2 (2,6) 3(12,5) 0,069
0939 (n=16) 14 (17,9) 2 (8,3) 0,347
cc835  (n=23) 13 (16,7) 10 (41,7) 0,023*
017 (n=24) 20 (25,6) 4 (16,7) 0,424
trf (n=25) 22 (28,2) 3(12,5) 0,175

(Ap dung thudt todn thong ké: Fisher’s exact test)

Bang 3.38 cho thiy, kiéu gen ribotype cc835 cua C.difficile gip ¢ nhom
khéng co6 tién sir nam vién trong vong 8 tuan trudc nhiéu hon, sy khac biét co
y nghia thong ké v&i p <0,05 (Fisher’s exact test). Trong khi kiéu gen
ribotype trf va 017 lai thuong gip hon ¢ bénh nhan c6 tién str nam vién trong
8 tuan trudc tidu chay, tuy nhién sy khac biét chua c6 y nghia thong ké, p >

0,05 (Fisher’s exact test).
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Bang 3.39: Phan bo kiéu gen ribotype ciia C.difficile theo méc bénh man tinh

Kiéu gen ribotype | C6 bénh man tinh | Khong bénh man tinh

n =102 n=77 n=25 P
001 (n=2) 2 (2,6) 0 1
cr (n=3) 3(3,9) 0 1
okz (n=4) 3(3,9) 1(4,0) 1
014 (n=5) 3(3,9) 2 (8,0) 0,594
0939 (n=16) 11 (14,3) 5 (20,0) 0,532
cc835  (n=23) 18 (23,4) 5 (20,0) 1
017 (n=24) 18 (23,4) 6 (24,0) 1
trf (n=25) 19 (24,7) 6 (24,0) 1

(Ap dung thudt todn thong ké: Fisher’s exact test)

Bang 3.39 cho thay, khong co sy khac biét gitta cac kiéu gen ribotype cua

C.difficile véi tién st mdc bénh nén man tinh, p>0,05 (Fisher’s exact test).

Bang 3.40. Dién bién diéu tri ciia cac ki¢u gen ribotype ciia C.difficile

Dién | 001 | 014 | ozk cr | 0939 | cc835 | 017 | trf |Tong | P
bién n=2 | n=5 | n=4 n=3 | n=16 | n=23 | n=24 | n=25 | &%

Kiordo- | 1 | 3 4 3 9 20 | 20 | 19 | 79 ozt
chuyén | (50) | (60) | (100) | (100) | (56,2) | (87.0) | (83,3) | (76) | (77.5)

Xin veé- 1 2 0 0 7 3 4 6 23
trvong | (50 | (40) (43,8) | (13,0) | (16,7) | (24) | (22,5)

(Ap dung thudt todn thong ké: Fisher’s exact test)

Bang 3.40 cho thiy, khong c6 su khac biét vé dién bién diéu tri cla cac

kiéu gen ribotype cua C.difficile, p>0,05 ((Fisher’s exact test).
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CHUONG 4: BAN LUAN
4.1. Pic diém dich t&, 1Am sang caa tiéu chay do C.difficile & ngwoi 1on tai
Bénh vién Bach Mai, 2013 — 2017

Pay 1a nghién ctru dau tién tai Viét Nam tién hanh trong 5 nim, tir nim
2013 dén nam 2017, phan tich céc dac diém dich t& va lam sang cua 101 bénh
nhan ngudi 16n duge chan doan xac dinh méc tiéu chay do Clostridium
difficile diéu trj ndi tra tai bénh vién Bach Mai.

4.1.1. Pic diém dich & tiéu chay do C.difficile

Tiéu chay do C.difficile gip & tat ca cac thang trong nam, v4i tong s mac
trong thang ctia 5 ndm nghién ctu tir 5 dén 11 trudng hop (5% dén 10,9%)
(biéu dé 3.1). S6 mic & mua néng gip nhiéu hon mua lanh, (khi tinh mua
nong tir thang 5 dén thang 10, mua lanh tir thang 11 dén thang 4), (biéu do
3.2). Tiéu chay do cac vi khuan néi chung hay gip nhiéu hon vao mua néng
do khi hau thuan loi cho chung sinh s6i phét trién va 1ay nhiém qua duong
tiéu hda. Nhung C.difficile dugc ghi nhan 1a tac nhan gay ti€u chay trong bénh
vién, yéu té 1ay truyén va nhiém bénh khong phu thudc vao thoi tiét, bénh gip
& tat ca cac thang trong nam, tinh gdy bénh theo mua khong rd rang.

Trong thdi gian nghién ciru, sé mic tiéu chay do C.difficile duoc phat hién
taing dan theo cac niam, tir ndm 2013 dén nam 2016 gip nhiéu nhat 1a 28
truong hop (ndm 2016). Nam 2017, sé mac tiéu chay do C.difficile ¢ giam
hon (biéu d6 3.3). Tiéu chay do C.difficile, du dugc mo ta trong y van nhiéu
chuc nam trudc, nhung chan doac x4c dinh ca bénh 1a khé khin do thiéu cac
xét nghiém khang dinh sy gy bénh cta vi khuan ky khi nay tai hau hét cac
bénh vién tuyén tinh va trung uwong, trong d6 c6 bénh vién Bach Mai. Nhiing
truong hop dau tién nudi cay dugc C.difficile trong phan bénh nhan tiéu chay
d3 lam cac thay thudc ting canh giac vé bénh va ting chi dinh xét nghiém tim

C.difficile, giai thich viéc phat hién ca bénh ting dan theo nim nghién ctru.
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C.difficile duoc coi nhu mot nhiém trung bénh vién, mot van dé& dugc quan
tam cua y té hién dai, cac bién phap du phong 13y truyén trong bénh vién da
dugc quan tam kip thoi tai cac don vi tham gia nghién ctru, va s6 truong hop
tiéu chay do C.difficile phat hién d3 giam hon vao nam 2017. Trén thé gidi,
sau nhitng nam bung phat cac truong hop ti€u chay do C.difficile gay bénh
ning, nhiéu tir vong va di chimg, cac nudc chau Au va Bic My da thiét 1ap
chuong trinh quéc gia kiém soat bénh do C.difficile, s6 ca bénh di giam dang
ké. Khi xuét hién cac truong hop tiéu chay do C.difficile chung gy dich
NAP1/027/BI tai cic bénh vién, chuwong trinh qudc gia giam sat tiéu chay do
C.difficile da duogc thiét 1ap & Anh, ti 18 nhiém C.difficile da giam tir nhiing
nam 2007 — 2008, sd tir vong ciing giam 70% trong khoang thoi gian tir 2007
dén 2010 [162]. O Hoa Ky, s6 bénh nhan ra vién duoc chan doan tiéu chay do
C.difficile tang tir 33/100.000 ngudi 1én 115/100.000 tir nam 1993 dén nam
2008, nhung ciing da giam xuéng trong nam 2009 [45]. Marttila-Vaara (2019)
cling bao cdo sb ca tiéu chay do C.difficile & Phan Lan, dao dong ting 1én tir
nam 2009 dén 2014, sau d6 giam dan trong nam 2015 va 2016 [111].

Bénh nhan trong nghién ctru cta ching toi dén tir hau hét cac tinh/ thanh
cia mién Bac Viét Nam (21/28 tinh) (hinh 3.1), nhiéu nhat 1a Ha Noi voi 45
ca va céc tinh 1an can nhu Hai Duong, Nam Dinh, Phti Tho (bidu do 3.4), tix
ca nong thon va thanh thi (biéu dé 3.5). Bénh vién Bach Mai nim tai thanh
phd Ha Noi, c6 thé 1y giai bénh nhén tiéu chay do C.difficile chi yéu dén tir
Ha Noi. Bén canh d6, co6 thé do & g(:fm, thudn ti¢n giao thong va sinh hoat, nén
s6 bénh nhan dén tir cac tinh/ thanh phé lan can Ha N§i cling nhiéu hon cac
tinh khac. Nghién ctu tién hanh & bénh vién Bach Mai, bénh vién da khoa
tuyén cudi, gdm nhiéu bénh nhan ning, chua rd chan doan trén mién Bic Viét
Nam, lan dau tién ghi nhan nhiing ca tiéu chay do C.difficile dén tir hau hét

cac tinh/ thanh phé ctia mién Bic, tur nong thon dén thanh thi.
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Nghién ctru tién hanh chu yéu & khoa Truyén nhiém, noi c¢6 bénh nhan noi
khoa thong thuong va khoa Hoéi strc tich cuc, noi ¢ bénh nhan ndi khoa ning.
Trong 101 bénh nhan tiéu chay do C.difficile, 53 bénh nhan dén tir khoa
Truyén nhiém, 35 bénh nhan dén tir khoa Hoi stic tich cuc. 13 bénh nhan con
lai dén tir cac khoa phong khac trong bénh vién (biéu dé 3.6). Tiéu chay kha
thudng gip ¢ cac don vi hodi ste, 15% - 38% bénh nhan ndm hoi strc timg c6
tiéu chay do nhiéu nguyén nhan khac nhau nhu nuéi in qua éng thong da day
lién quan dén cong thirc cua thire an, dung cu cho an, do nhiém khuan,... va
kho dé nhan dinh tiéu chay do nhiém khuan hay khéng nhiém khuan [127].
Tiéu chay do C.difficile 12 tiéu chay nhiém khuan thuong gip nhét trong don
vi hoi stre [131], udc tinh 0,4% - 4% bénh nhéan [127], dic biét duoc luu ¥ vi
kha nang lay nhiém cao giita cac bénh nhan va lién quan dén chim soc y té.
Hon nifa, tai cac khoa hdi stc, viéc st dung khéang sinh rat phé bién, cung voi
cac thube tre ché tiét axit da day lam thuan loi cho su r6i loan cua vi khuan
chi duong rudt, khi nhiém C.difficile s& d& dang mac bénh [24]. C.difficile
dugc biét 1a nguyén nhan tiéu chay nhiém tring thuong gip va dang lo ngai
nhat tai cac khoa hdi strc, chiém 1 — 9% tong s6 cac bénh nhan hoi strc [39],
[131]. Bénh nhan méc tiéu chay do C.difficile & cac don vi hdi stc ¢ nguy co
xuat hién cac bién ching, kéo dai thoi gian nam vién, gia ting tir vong. Mot
khoa khac duoc lua chon dé thu thap bénh nhan 1a khoa Truyén nhiém, noi c6
mdt luong 16n bénh nhan can str dung khang sinh, duoc ghi nhan 1a mot yéu
t6 nguy co mac tiéu chay do C.difficile. Ngamskulrungroj (2015) béo cao &
Thai Lan c¢6 57,6% bénh nhén tiéu chay do C.difficile ¢6 tién sir dung khéng
sinh trong 8 tuan trudc d6 [118]. Bartlett (1980) béo cdo 27% bénh nhan tiéu
chay sau dung khang sinh tim thay doc t6 cua C.difficile [21]. Cac thong ké
cho thdy, 15-20% truong hop tiéu chay sau dung khang sinh 13 do C.difficile
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[20], [35]. Theo Verma va CS (2011), can nghi dén tiéu chay do C.difficile ¢
nguoi sau dung khang sinh xuét hién tiéu chay, sot, ting bach cau mau [158].

Tiéu chay do C.difficile gip ¢ nam gidi 1a 63,4%, nhiéu hon nit gidi 36,6%.
Ti 16 nam: nit 14 1,7:1 (biéu dé 3.7). Nghién ctru nay cua ching toi thuc hién &
mién Béic Viét Nam, ciling trong dong voi nghién ciru cia Vit Thily Duong va
CS (2016) tai mot s6 bénh vién cua mién Nam va Nam Trung B cua Viét
Nam. Trong 92 bénh nhan tiéu chay do C.diffifile > 15 tudi giai doan 2009 —
2014, nit gidi chiém 39% [52]. Predrag (2016) bé&o céo ti 1é nam gi6i: nir gidi
la 20: 17 tai Serbia [128]. Mot sb tac gia ciing cho rang, nguy co mic tiéu
chay do C.difficile & nam gidi cao hon [61]. Tuy nhién, v6i tiéu chay tr cong
dong, cac nghién ciru trén thé gidi lai bao cdo ti 1€ tiéu chay do C.difficile gap
& nit giéi nhiéu hon. Tai Phap, Ogielska (2015) béo céo ti 1¢ nam: nit 12 62: 74
[122]. Tai Thai Lan, Ngamskulrungroj (2015) bao céo nir gidi chiém 62,3%
[118]. O Hoa Ky, bénh nhan nit ciing nhiéu hon, chiém 76% tiéu chay do
C.difficile tir cong ddng va 60% cac truong hop mic tai bénh vién [87].

Tiéu chay do C.difficile gdp nhiéu hon & nguoi 16n tudi. Trong nghién ciru
cua chung toi, sb bénh nhan tang dan theo nhém tudi, trén 60 tudi chiém
495% (biéu do 3.8). Tudi trung binh cua bénh nhan mic tiéu chay do
C.difficile trong nghién ctru 1 59,4 + 18,6 tudi, trung vi 1a 60 tudi. Tudi thap
nhat 1a 15 va tudi cao nhat 1a 95 (biéu dé 3.9). Cac nghién ctru gan day ghi
nhan, C.difficile 1 nguyén nhan hang dau giy tiéu chay & ngudi 16n tudi tai
cac nude cong nghiép phat trién [80]. Bénh nhan > 65 tudi c6 nguy co mac
tiéu chay do C.difficile cao gip 5-10 1an so v6i bénh nhan lta tudi it hon [40].
Két qua cua chiing toi twong dong vaéi nghién ciru tai Serbia, Predrag (2016)
bao c4o tudi trung binh mac tiéu chay do C.difficile 1a 63,4 + 17,5 tudi [128]
va Ogielska (2015) tai Phap, tudi trung vi 1a 64,4 tudi [122]. Kurti va CS bao
c40 bénh nhan tiéu chay do C.difficile tai Hung-ga-ri, tudi > 60 tudi chiém
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83,4% [95]. Tiéu chay do C.difficile tir cong dong thi tudi trung binh tré hon
(50 tudi) so v&i mic tai bénh vién (70 tudi), theo Khanna nghién ciru tai Hoa
Ky (2012) [87]. Tai Thai Lan, Ngamskulrungroj (2015), tudi trung binh méc
tiéu chay C.difficile 12 64 [118]. Han Qudc, Choi (2015) bio cédo 67% bénh
nhan tiéu chay do C.difficile co tudi > 65 [34]. O Anh, cic hudng dan y té
khuyén céo can xét nghiém tim C.difficile cho tit c4 bénh nhén tiéu chay tur
65 tudi tro 1én [162]. C6 mot sb co so 1y giai viée mac tiéu chay do C.difficile
thuong gip hon ¢ nguoi 16n tudi. Mot 14, ti 16 mang C.difficile ¢ ngudi 1on
tudi cao hon nguoi tré. Nguoi tinh nguyén khoé manh khong co triéu chung,
ti 16 mang C.difficile trong hé vi khuan chi duong rudt 1a 3% - 7,6% [117],
[158]. Trong méi truong bénh vién, ti 1& mang C.difficile & ngudi 16n tudi
chiém 7% - 20% [80], [158] va ti 1¢ mang C.difficile 12 16% - 35% ¢ nguoi
nhiéu tudi, nam vién kéo dai, co sir dung khang sinh [94]. Hai 13, nguoi 16n
tu6i nhiém C.difficile thi chung C.difficile mang gen sinh doc t6 chiém ti 1¢
cao, rat it chung khong sinh doc t8. Diéu tra dich t& hoc trén thé gi61 cho théy,
& ngudi khoé manh tinh nguyén nhiém C.difficile, 42% - 50% cac chung 1a
khong sinh doc t6. Bénh nhan nam vién mang C.difficile trén 60 tudi, ching
khong sinh doc té chi chiém 6,9%, trong khi bénh nhan dudi 20 tudi, ching
khong sinh doc t6 1a 22,8% [117]. Ba 14, nguoi nhiéu tudi c6 hé mién dich suy
giam, d& cam thy véi C.difficile va mic bénh. Hé mién dich, véi cac khang
thé khang doc t6 co tac dung bao vé, gitip co thé khéng mic bénh. Nguoi ta
tim thay khang thé IgG khang doc té6 A & ngudi mang C.difficile khong cO
triéu chimg cao gip 3 1an cac bénh nhan tiéu chay do C.difficile [158]. Do
vay, thuong théy ti 16 mac bénh cao hon, bénh nang hon & nguodi cao tudi, hé

mién dich suy giam [27],[83], [105].
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4.1.2. Pic diém 1am sang tiéu chay do C.difficile

Triéu ching lam sang thuong gap ¢ bénh nhan tiéu chay do C.difficile trong
nghién ctru 1a sét (77,2 %), dau bung (62,4 %), chudng bung (78,2 %). It gip
hon 13 budn ndén, noén (14,9%), phan c6 nhay mii (19,8%), phan c6 méau
(16,8%). Luu y ¢6 12,9% bénh nhan tut huyét ap can dung thudc van mach
(bdng 3.1). Cham tré trong xac dinh chan doan va diéu trj s& lam ting ti 1& tir
vong. Biéu hién sét c6 lién quan dén tinh trang nhidm trung, dau bung lién
quan dén co that va ting nhu dong rudt. Phan c6 nhiy hodc mau Ia do ton
thuong viém cua té bao niém mac rudt. Trong khi d6, nhiéu nha nghién ciru
thira nhan, khong ¢ triéu chirmg 1am sang nao 1a dac hiéu riéng cho tiéu chay
do C.difficile [20], [21]. Céc tri€u ching trén ciing gap trong tiéu chay do
nhiéu cin nguyén vi khuan khac (Shigella, Salmonella, Campylobacter,
E.coli...). Theo Bartlett, & bénh nhan tiéu chay do C.difficile, s6t xay ra trong
28% va dau bung xay ra trong 22% cac truong hop [21]. Bobo (2011) ciing dua
ra ti 18 s6t & bénh nhén tiéu chay do C.difficile 1a 30% [24], thdp hon so v&i
nghién ctru cua chung toi. Tuong dong véi két qua cua ching toi, Oldfield
(2014) ghi nhan tiéu chay do C.difficile gap phan mau trong 5%-10% cac
truong hop, du 26% c6 mau vi thé trong phan [123]. Tai Han Quéc, tuong
dong va&i chiing t6i, Kim (2011) bao céo ti 18 bénh nhan c6 phan nhay mili 1a
22,5% [90].

Nghién ctru vé biéu hién sét & bénh nhén tiéu chay do C.difficile, 64,4% sot
murc do nhe - trung binh (37,5°C dén 39°C), chi c6 12,9% sdt cao trén 39°C
(biéu d@é 3.10). Két qua nay twong ddng véi cac nghién ctru khac, cho ring sbt
trong tiéu chay do C.difficile thuong khong cao [131]. Nghién ciru tai Thugng
Hai ciing cho thay, s6t gip trong 66,1% bénh nhan tiéu chay do C.difficile
[71]. Oldfield (2014) ciing ghi nhan s6t gip & khoang 50% & bénh nhan tiéu
chay do C.difficile va thuong it khi st cao hon 102°F (38,9°C) [123].
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Vé dic diém cua tiéu chay do C.difficile, sé 1an tiéu chay 3 - 6 lan/ ngay
chiém 65,3%, chi c6 9,9% bénh nhan tiéu chay > 10 1an/ ngay va sb lan tiéu
chay trung binh 14 7 + 4,9 1an. S6 ngay tiéu chay do C.difficile co thé 1-3 ngay
(19,8%), nhung hau hét 1a tiéu chay kéo dai, trén 4 ngay (80,2%) (bdng 3.2).
Tuong déng véi nghién ciru ctia chung toi, mot nghién ctru tai Thugng Hai
cling bao cao thoi gian trung binh cua tiéu chay do C.difficile 1a 7 £ 6,1 ngay
[71] va tai Han Quéc, Kim (2011) béo céo 17,5% tiéu chay > 10 lan/ ngay
[90]. Bartlett (2008) ciing bo cdo, sb 1an tiéu chay thuong it hon 10 lan/ngay
va truong hop bénh nhe - trung binh, tiéu chay c6 thé 1a triéu ching duy nhat
[20]. Theo Predrag (2016), ngudi nhiéu tudi tiéu chay thuong kéo dai, 60%
toi 10 ngay, 32% tiéu chay dai hon, ti 18 ngay [128]. Nghién ctru cia ching
t6i ¢6 30,7% s6 bénh nhan tiéu chay kéo dai tir 14 ngay tré 1én, dai nhat 1a
170 ngay. Trong mot nghién ctru, Humphreys (2014) cling ghi nhan, tiéu chay
do C.difficile c6 thé kéo dai trén 30 ngay [72]. Khong chan doan duogc cin
nguyén C.difficile gay tiéu chay va khong diéu tri kip thoi da lam kéo dai thoi
gian tiéu chay. D6 ciing 1a nguyén nhan lam ting thoi gian ndm vién, ting
vién phi, ting nguy co bién chimg va tir vong cho bénh nhan.

Xét nghiém danh gia phan Gmg viém thuong dwa vao sd luong bach cau va
phan tng pro-calcitonin. Trong nghién ctru cia chiing t6i, s6 luong bach cau
mau ngoai bién tang trong 60,2% truong hop, voi 27,7% tang cao >15 G/L.
Phan ung pro-calcitonin c¢6 gia tri cao trong danh gid muc d6 nhiém trung,
nhung kha dat va méi duge ap dung trong thoi gian sau ciia nghién ciru. Chi 37
trong 101 truong hop ti€u chay do C.difficile dugc lam xét nghiém pro-
calcitonin, tat ca déu ting. C6 75,7% s6 bénh nhéan ¢ pro-calcitonin ting mirc
vira phai (0,5 — 10 ng/ml) va 24,3% truong hop tang cao >10 ng/ml (bdng
3.3). S6 bénh nhan ting bach cau mau trong nghién ctru cua ching toi ciing

tuong dong voi Bartlett (1980) va Bobo (2011), bdo céo bach ciu méau ting
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trong khoang 50% truong hop, doi khi tang 1én 50 G/L [21], [24]. Oldfield
(2014) ciing bao cdo, ting bach cAu mau thudng gip, chiém 50-60% cac trudng
hop, 26% ting trén 20 G/L [123]. Bach cAu mau ting cao biéu hién phan tng
viém manh, ting > 15 G/L thudng gip trong cc truong hop nhiém tring ning
[137]. Tiéu chay do C.difficile 12 tiéu chay nhiém khuén, c6 dap tng viém cia
niém mac dudng tiéu hoa véi vi khuan va doc td, nén phan tng viém pro-
calcitonin déu tang. Truong hop bénh ning, dap tng viém toan than, phan
g pro-calcitonin tang cao. Tuy nhién, chua c6 nhiéu nghién ciru trén thé
gidi bao céo vé bién do6i pro-calcitonin & bénh nhan tiéu chay do C.difficile.
Xét nghiém mau khac ¢ bénh nhan tiéu chay do C.difficile, chi 19,8% bénh
nhan c6 s6 luong hong cau trong gidi han binh thuong, 3% bénh nhan c6 sd
hong cau ting, co thé lién quan dén tiéu chay gay mat nudc va co dic mau. Co
77,2% bénh nhan c6 hdong cau giam (bdng 3.4). Hong cau giam 1 triéu chimg
thuong thdy & cac bénh nhan nhiém tring, va nhat 13 nhiém tring kéo dai. Gia
thuyét dugc cho c6 thé 1a do ting tiéu thy trong cac nhiém trung ning. Pién
giai do ctia cac bénh nhan nghién ciru phan 16n trong gidi han binh thudng,
natri mau binh thuong trong 75% va Kali mau binh thuong trong 60% cac
truong hop. Men gan AST va ALT binh thuong ¢ hon ntra cac truong hop.
Mot s6 truong hop €O men gan tang, nhung ting khong nhiéu, ¢ thé lién
quan dén tinh trang sot, mat nudc, dung cac thudc phdi hop... Trong céc
truong hop dugc lam xét nghiém creatinin, 57,7% cac truong hgp trong gidi
han binh thuong, 42,3% tang trén 110 umol/L (bdng 3.4). Trong diéu tri va
theo ddi dap tng diéu trj tiéu chay, can ludn luu ¥ dén chirc ning than cua
bénh nhan. Tiéu chay nhiéu lan, kéo dai néu khong dugc can thiép kip thoi
thuong c6 bicu hién suy than, lién quan dén mat nudc, gy giam thé tich tuan
hoan, thiéu tuéi mau than, hau qua 1 lam ting creatinin mau. Suy than duogc

ghi nhan 14 mot dau hiéu ning cia tiéu chay do C.difficile [20],[21], khi
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Creatinin ting >133 pumol/L hodc ting trén 1,5 lan gia tri nén cta bénh nhan
[35],[137]. Nghién ctru nay, chiing t6i gap 89,7% bénh nhan c6 albumin mau
giam, va 34,6% giam nhiéu <25 g/L (bdng 3.4). Albumin mau giam thuong
gip trong truong hop c6 kém viém dai trang. Bénh rudt gdy mat albumin do
tinh trang rudt viém lam tang ro ri, thoat albumin vao long rudt trong khi gan
khéng tong hop kip gay nén giam albumin mau. Hon nita, Albumin méu giam
cling 12 triéu chtng thuong thay ¢ truong hop bénh nhiém tring ning, co tiéu
chay kéo dai, rdi loan hap thu, suy dinh dudng [123].

Nghién ctru ¢0 18 bénh nhan (17,8%) dugc soi dai trang. Trong 18 bénh
nhan duogc soi dai trang, 16,7% khong c6 ton thuong, 38,9% cac truong hop
c6 viém dai trang gia mac (bdng 3.5). Tuong dong véi nghién ciru ciia chiing
t6i, Barbut va cong sy trong mot nghién ctru & chau Au (2007) bao cao 12.2%
bénh nhan tiéu chay do C.difficile dugc soi dai trang, trong 32,6% 0 viém dai
trang gia mac [17]. Viém dai trang gia mac 1a ton thuong dic trung do
C.difficile gay ra. Trong 141 bénh nhan viém dai trang gia mac, theo bao cao
ctia Bartlett (1980) thi doc t6 cua C.diffcile duoc tim thdy trong 97% cac
truong hop [21]. Nghién ctru ciia chiing toi ciling twong dong véi két qua cua
Bobo (2011), viém dai trang gia mac chiém 50% cac truong hop viém dai
trang do C.difficile [24]. Tuy nhién, noi soi dai trang khong can lam thudng
qui & bénh nhan c6 triéu ching 1am sang dién hinh, xét nghiém phan c6 doc t6
cua C.difficile hay dap tng 1am sang t6t khi diéu tri theo phac d6. Trudong hop
nghi ngd c6 chan doan khac hoic can sinh thiét thi méi soi dai trang [69]. O
bénh nhan ¢ tic rudt, viem dai trang tbi cép khong ti€u chay, nodi soi dai
trang c6 thé thdy hinh 4nh viém dai trang gia mac, phan biét v&i cic nguyén
nhan gay bénh khac. Tuy nhién, quyét dinh soi dai trang nhiing trudng hop
nay can than trong, linh hoat, tranh gay tdn thuong mo rudt hodc thing ruét.

Hinh 3.2 m6 ta ton thuong viém dai trang gia mac cia mot bénh nhan trong
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nghién ctru. Cac mang gia trén bé mat niém mac rudt duoc tao ra sau khi doc
t6 cua C.difficile gay viém loét dai trang, tao ra cac protein, chat nhiy va cac
té bao viém. Mang gia trong nhu cic mang bam mau vang, c6 thé nho hoic to
dén 2cm duong kinh, nam rai rac trén niém mac dai trang voi cac ton thuong
tung doan hoac bao phu toan bo dai trang [154].

Mot s6 du hiéu ning dugc nhiéu tac gia thira nhan 1a sbt >38,3°C, albumin
mau <25g/1, bach cau mau >15 G/1 va creatinin mau >133pumol/L. Nghién ctru
ctia chiing t0i chi ¢6 76 bénh nhan dugc danh gia ddy du ca 4 du hiéu trén.
M&i dau hiéu dugc tinh 1 diém. Panh gia diém muic do ning theo nhém dién
bién khoi - d& - chuyén tuyén va niang xin vé - tir vong, nghién ciru cho thay
diém trung binh nhom khoi - d& - chuyén tuyén 1a 1,3 + 1,1 diém, thap hon
diém trung binh & nhém bénh nhan nang - t&r vong 1,8 + 0,7 diém. Khac biét
c6 ¥ nghia théng ké, p=0,047 (t-test) (bdng 3.6). Shivashankar (2013) ciing
ghi nhan tudi cao, bach cau mau ting >15 G/L, creatinin ting cao >1,5 lan
gidi han cao ciia binh thuong, sir dung thudc giam dau nhom narcotic va sir
dung thudc rc ché bom proton 1a cac yéu td doc 1ap gay tiéu chay C.difficile
ning c6 bién ching [143]. Nhiéu tac gia trén thé gidi cling ghi nhan cac dau
hiéu tinh diém ning 1a bach cau mau >15 G/L, albumin mau <25 g/L,
creatinin mau >133 pmol/L va s6t >38,3°C [137].

Trong thuc té, diém ning ctia bénh nhan khoa Hbi stre tich cuc (1,6 * 1),
cao hon cta bénh nhan khoa Truyén nhiém (1,3 % 1) va cao hon diém ning
trung binh ctia bénh nhan cac khoa khéc (1,4 + 0,9), nhung su khac biét chua
c6 y nghia théng ké, p>0,05 (Anova test) (bdng 3.7). Bénh nhan tiéu chay do
C.difficile nam khoa hdi st tich cuc thuong dién bién ning hon, tir vong cao
hon... Trong mot bai tong quan, Czepiel (2019) dua ra ti 1& t&r vong do
C.difficile tai khoa hdi surc tich cuc udce tinh 1a 34%, cao hon tir vong ¢ khoa

kh&c 12 5%. Cac bénh nhén tai hoi stc tich cuc, khi co tiéu chay do C.difficile,
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tlr vong ciing ting gip do6i so voi khong mic C.difficile [40]. Tuy nhién, trong
nghién ctru clia chung t6i, ¢& mau con nhoé nén chua ghi nhan sy khac biét vé
diém danh gia mirc d§ nang cua khoa hoi stre tich cuc véi cac khoa khac.

Vé diéu tri, ¢4 21,8% bénh nhan khong can thiép diéu tri, 78,2% bénh nhan
duge xu tri diéu tri bang it nhat mot trong cac bién phap nhu st dung khang
sinh; dung thudc boc niém mac; dung loi khuan probiotic; dung thudc cam
tiéu chay. Piéu tri C.difficile bang khang sinh metronidazole trong 42,5%
truong hop, khang sinh vancomycin trong 17,8% trudng hop, dung thude boc
niém mac trong 48,5%, dung loi khuan 43,6% trudng hop va dung thuéc cam
tiéu chay trong 1% truong hop (bdng 3.8). Két qua nghién ctru cuia ching toi
cling twong ddéng véi cac nghién ciru cua cac tac gia khac trén thé gii. Trong
mot nghién ciru tai Han Quéc, Kim (2010) ciing bao céo 25,9% bénh nhéan
tiéu chay do C.difficile khéng can thiép diéu tri ma van co cai thién trén 1am
sang [90]. Nghién ctu tai Thuong Hai, Trung Quéc, Huang (2008) ciing ghi
nhan, chi c¢6 44,7% bénh nhén tiéu chay do C.difficile dugc diéu tri bang
khang sinh metronidazole va/ hoic vancomycin [71]. Thyc té ghi nhan nhimg
truong hop tiéu chay do C.difficile co thé tu 6n dinh khi ngiing sir dung khang
sinh khong can thiét, dung loi khuan hodc thudc boc niém mac duong tiéu
hoa, va diéu ndy ciing gy nén su chi quan trong 1am sang. Hiéu biét va sy
quan tam ciia cac thay thudc 1am sang vé vé tiéu chay do C.difficile chua that
ding mtc, nén nhiéu bénh nhan chwa dugc can thi¢p diéu trj theo phac do.
Chinh vi vdy, bén canh nhimng trudng hop tiéu chay do C.difficile tu 6n dinh,
c6 nhitng trudng hop dién bién kéo dai, chuyén nhiéu bénh vién ma khéng
dugc chan doan va diéu tri, gdy nhiing ton hai vé sttc khoe va kinh té cho
bénh nhan. Theo hudng dan, chi dinh diéu tri tiéu chay do C.difficile 1a khang
sinh dac hiéu (metronidazole, vancomycin, fidaxomycin), véi loai khang sinh

tiy muc d6 ning cua bénh, sir dung theo duong udng. Trudng hop phinh dai
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trang, tic rudt, khang sinh duong udng khong téi dugc dai trang, co thé su
dung vancomycin thut qua hdu mén va metronidazole truyén tinh mach (do
metronidazole cé chu trinh gan — rudt, dao thai qua duong tiéu hoéa ¢ dang con
hoat tinh). Lo1 khuan duong rudt co vai tro chua ro rang, du da c6 ghi nhan
1am gidm nguy co tai phat nhiém tring do C.difficile [137]. Mot nghién ctru
phan tich két luan “c bang chting muc d6 vira cho thay loi khuan dudng rudt
1a an toan va hiéu qua dé phong tiéu chay lién quan dén C.difficile” [156].
Nhung cac nghién ctru gan day, véi cong thirc loi khuan khac nhau cho ring,
dung loi khuan du phong ¢ bénh nhan c6 bénh nén ning, suy giam stc dé
khang co thé gay nhiém tring do chinh céc vi khuan dua vao [112],[137].

C6 107 chung C.difficile tir 101 bénh nhan mac tiéu chay do C.difficile cua
nghién ctru nhung chi c6 102 ching du diéu kién duoc 1am khang sinh d6. Chi
7 khang sinh du sinh pham lam khang sinh d6 cho 102 chimg C.difficile, 3
loai khang sinh khac chi du sinh pham lam khang sinh d6 cho 53 chung
C.difficile. Két qua 1a, tit ca cac chung C.difficile phan 1ap dugc déu chua
khang véi 2 khang sinh dugce khuyén cdo cho diéu tri 13 metronidazole va
vancomycin (bdng 3.9). C.difficile con nhay voi mot sd khang sinh
amoxicillin  (90,6%), chloramphenicol (75,5%), rifapicin (69,6%) hay
moxifloxacin (65,7%) (biéu do 3.11). Nghién ctru ciia chung t6i twong dong
véi  Ngamskulrungroj (2015) tai Thai Lan, C.difficile con nhay véi
metronidazole, vancomycin, daptomycin va tygercyclin 98,2% — 100%, chi c6
54,8% cac ching con nhay cam véi moxifloxacin [118]. Tai Iran, bao cao
nam 2018 ciing thidy 100% cac chung C.difficile nhay voi ca 2 khang sinh
metronidazole va vancomycin [138]. Tai Han Qudc, Kim (2010) b&o céo
100% cac chung con nhay cdm v&i metronidazole va vancomycin, nhung chi
c6 11% nhay véi clindamicin va 53% nhay véi moxifloxacin [88]. Tai Trung

Québc, C.difficile khang véi moxifloxacin va clindamycin la 46,4% va 76,4%
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[78]. Nghién ctru cua Huang (2009) nhan thiy tai Thuong Hai, tat ca cac
chung C.difficile con nhay v&i metronidazole va vancomycin, nhung 85,3%
khang clindamycin, 45,3% khang moxifloxacin. Khac véi chiing t6i, nghién
ctru tai chau Au, ¢ Stockhom, ti 1& C.difficile khang clindamycin va khéang
moxifloxacin it hon, chi ¢6 65% va 15% [70]. Lin (2011) bao cdo, tat ca cac
chung C.difficile phan lap duoc déu nhay véi metronidazole va vancomycin,
84% con nhay vdi moxifloxacin [104]. Tang (2016) cling ghi nhan khong co
chung C.difficile khang metronidazole va vancomycin, nhung c6 khang cao
véi clindamycin  87,1%, ceftriaxon 100% [148]. Nghién ctru ¢ 3321 ching
C.difficile giai doan 2009 — 2016 tir Thuy Dién, chi ¢6 1 chung thudc ribotype
027 khang vé1 metronidazole, con lai tat ca déu nhay v&i metronidazole va
vancomycin [134].

Mic tiéu chay do C.difficlie lam kéo dai thoi gian nam vién. S6 ngay nam
vién trung binh cua cdc bénh nhan nghién ctru 1a 22,2 + 16,3 ngay, trung vi la
19 ngay, nam vién ngin nhét 1a 1 ngdy, dai nhat 1a 96 ngay (biéu dé 3.12).
Két qua nay cta chung t6i ciing twong dong véi cac nghién ctru khac trén thé
gidi. Nghién ctiru & Pong Au, cac bénh nhan tiéu chay do C.difficile cua Kurti
(2015) c6 thoi gian nam vién 1a 17,6 + 10,8 ngay [95]. Hassan (2012) nghién
ctru & Malayxia cling ghi nhan thoi gian nam vién 1a 27,96 + 23,22 ngay [65].
Can phat hién va chan doan som tiéu chay do C.difficile dé diéu tri kip thoi,
giam thoi gian ndm vién va bién chimg.

Vé két qua diéu tri ciia bénh nhan tiéu chay do C.difficile trong nghién ciu,
ti 16 bénh nhan dién bién xau (ning xin vé - tir vong) di 1én tdi 21,7%. Trong
do tr vong la 5,9% va nidng xin vé 1a 15,8%. Ti 1é nay cao hon & cac bénh
nhan phai diéu tri tai khoa Hdi sirc tich cuc, dién bién xau 1a 40%, trong d6 tir
vong la 14,3% va nang xin vé 14 25,7% (bdng 3.10). Bénh nhan 16n tudi nam
& don vi hoi suc tich cuc va bénh nhan nam vién kéo dai c6 ti 1é mang

C.difficile 1a 20% - 50%, trong khi nguoi 16n khoe manh ti 1€ nay la 3% [82].
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Khoang 10% tiéu chay & cac don vi hdi strc tich cuc 1a do C.difficile va ti 16
mic C.difficile ¢ day c6 thé téi 0,4 — 4% tong s6 bénh nhan [127], ¢6 tac gia
bao cao tGi 1% - 9% [39]. Nghién ciru ctia chung toi ciing twong dong voi cac
nghién clru cta céc tac gia khac. Leffler (2015) cho thiy, C.difficile lién quan
dén tir vong 1a 5%, gép phan tir vong trong tit ca cac nguyén nhan 1a 15% -
20% [97]. Trudng hop bénh c6 bién ching viém dai trang téi cap, tr vong co
thé t6i 60% [131]. Tai Nhat Ban, Riley (2018), trong mot tong quan tai liéu tir
nam 2006 dén 2017, dua ra ti 1¢ tir vong chung cua bénh nhan mac C.difficile
la 3,4% — 15,1% [132]. Tai Ba lan, Dr6zdz (2019), trong 168 bénh nhan tiéu
chay do C.difficile nghién ctru, tr vong chiém 11% [49]. Novakova (2020)
nghién ctru tai Slovakia cling dwa ra ti 1& tr vong ctia bénh nhan mic
C.difficile 1a 11,1% [119]. M4t nghién ctru khac, Bobo (2011) bao cao
C.difficile ¢ lién quan dén tir vong 1a 5,5% - 6,9%, va & dich tiéu chay do
C.difficile trong bénh vién, tir vong Ién t&i 16,7% [24]. Trong mot nghién clru
da trung tam tai Canada, Kurrti (2015) dua ra ti 1€ tor vong chung cua tiéu
chay do C.difficile 1a 15,2% [95]. Trong nghién ctru ctia ching t6i, mot s6
truong hop bénh ning xin vé, chiing toi xép vao nhom dién bién x4u, vi tinh
trang khi vé& hau hét 13 nguy kich, kha ning cao tir vong sau d6. Tai khoa Hoi
strc tich cuc, dién bién xau o bénh nhan tiéu chay do C.difficile c6 thé lién
quan dén tinh trang bénh ban dau nang, can nhap don vi hoi strc, bénh nhan
can tiép tuc str dung khang sinh diéu tri, tao thuan loi cho su phat trién cta
C.difficile & duong tiéu hoa, nén ti 1& dién bién xau (tir vong va ning xin vé) &
& khoa Héi strc tich cuc kha cao, t&i 40%.

V6i bénh nhan trén 65 tudi, ti 1 bénh dién bién xau (ning xin vé va tir
vong) chiém 26,2%, trong khi nhom bénh nhan <65 tudi, ti 18 dién bién xau
chi 12 18,4%. C6 5 bénh nhén tir vong trén 65 tudi (12,2%), cao hon 13 rét véi
tr vong & nhém bénh nhan <65 tudi (1,7%), su khac biét c6 y nghia théng ké

p<0,05 (Fisher’s exact test) (bdng 3.11). Tiéu chay do C.difficile xay ra &
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ngudi cao tudi dugce thira nhan 1a nghiém trong, Oldfield (2014) ghi nhan trén
90% tir vong & bénh nhan tiéu chay do C.difficile xay ra & ngudi trén 65 tudi
[123]. Theo Depestel (2013), hon 93% tir vong do mic C.difficile xay ra &
ngudi trén 65 tudi, va bao cao nay cho thiy C.difficile 1a nguyén nhan ding
thir 18 giy tir vong cho ngudi nhiéu tudi [44]. Can ludn canh gidc véi kha
ning mic C.difficile & bénh nhan 16n tudi bi tiéu chay dé chan doan va diéu tri
kip thoi, nham giam nguy co tir vong & lira tudi ndy.

Viét Nam chua c6 quan tdm dén bénh do C.difficile, va nghién ctru tim thay
C.difficile giy bénh v&i nhiéu ca dién bién xau 1a mot canh bao cho céc bac si
1am sang va c4c nha dich t& hoc vé su luu hanh cua bénh nay ¢ nudc ta.

4.2. Mot s6 yéu t6 nguy co mic tiéu chay do C.difficile & ngwoi 16m tai
bénh vién Bach Mai, 2013 - 2017

Bénh nhan bi méc tiéu chay do C.difficile khi c6 su xdm nhap, cu tra, phat
trién va sinh doc t6 cua C.difficile trong hé tiéu hoa, thudng gip ¢ ngudi nam
vién kéo dai. Hé mién dich ctia vat chu dong vai tro quan trong bao vé co thé
khong bi bénh do C.difficle. Xdp xi mot nira s6 bénh nhan nim vién mang
C.difficile c6 biéu hién bénh trén 1am sang 1a do dap Gmg mién dich cua vat
cha khong hiéu qua. Bén canh d6, c4c yéu té nguy co khac duoc nhiéu tac gia
thira nhan 1 tudi cao, c6 mang bénh nén man tinh va ¢ tién str dung khang
sinh trong vong 8 tuan trudc tiéu chay [145].

So sanh vé tudi, nghién ctru cho thiy, khi phan theo 4 nhom tudi: 15-29,
30-44, 45-60 va > 60 tudi hoic phan theo 2 nhom tudi: < 60 tudi va > 60 tudi,
thi khong c6 su khac biét vé& nguy co méc tiéu chay do C.difficile gita nhém
bénh va nhom chung, p > 0,05. Tuy nhién, khi phan theo nhom tudi dudi 65
va > 65 tudi thi c6 su khac biét co y nghia thong ké, p=0,009. Bénh nhan > 65
tudi c6 nguy co méc tiéu chay do C.difficile cao gip 1,91 1an so voi cac bénh

nhan duéi 65 tudi, OR = 1,91 (95% CI: 1,17 — 3,11), (bdng 3.12). Trén thé
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gi4i, nhiéu nghién ciru vé yéu td nguy co mic tiéu chay do C.difficile déu ghi
nhan tudi cao 12 mot yéu td nguy co quan trong. Asempa (2017) béo céo 70%
— 80% tiéu chay do C.difficile xay ra & nguoi trén 65 tudi [12]. Mot s nghién
ctru trén thé gii ghi nhan nguy co mic tiéu chay do C.difficile & bénh nhan >
65 tudi cao hon nghién ctru ctia ching t6i. O chau Au, Bauer (2011) bao céo
nguy co mdc tiéu chay do C.difficile & bénh nhén trén 65 tudi cao gip 3,26 lan
bénh nhin nhém tudi it hon, OR= 3,26 (95% CI: 1,08 - 9,78) [22]. Theo
Leffler (2015), khi dich ti€u chay do C.difficile xay ra trong bénh vién, nguy
co mic bénh ¢ bénh nhan trén 65 tudi cao hon 10 1an bénh nhén it tudi hon
[97]. Gia thuyét vé bénh nhan 16n tudi c6 nguy co mic bénh tiéu chay do
C.difficile cao hon dugc dua ra 13, tudi cao lién quan dén kha ning co cac
bénh man tinh, thudng tiép xtc voi chim séc y té, va hé mién dich suy giam.
Trong nghién ctru ctia ching t6i, nhOm bénh ti€u chay do C.difficile co
mang bénh 1y man tinh cao hon nhom ching, OR = 1,17. Tuy nhién, sy khéc
biét chua co ¥ nghia thong ké, p>0,05. Phan tich cac bénh nhan tiéu chay do
C.difficile mang 2 bénh 1y man tinh trd 1én ciing chua thay khac biét so voéi
nhom ching. Khac biét chi c6 y nghia khi phan tich cadc bénh nhan mang tur 3
bénh man tinh tré 1én, nguy co méc tiéu chay do C.difficile cao gip 2,43 lan
bénh nhan c6 duéi 3 bénh man tinh (95% CI: 1,16 — 5,07) (bdng 3.13). Nhiéu
tac gia cling thira nhan, mang nhiéu bénh man tinh 13 mot nguy co mic tiéu
chay do C.difficile [24], [158]. Nghién ctru ctiia Predrag ghi nhan ngudi mang
trén 2 bénh 1y man tinh & nhém tiéu chay do C.difficile cao hon c6 y nghia so
véi nhom ching [128]. Ly giai khdng hoan toan rd rang, nhung bénh nhan
mang nhiéu bénh man tinh thudng c6 hé mién dich thiéu hut. Nhiéu nghién
ctru ching minh thiéu hut ctia hé mién dich 1am giam lwong immunoglobulin
IgG cua niém mac rudt voi C.difficile, 1am co thé d& cam thu va méc bénh.

Hon nita, viéc mang nhiéu bénh man tinh, phai str dung nhiéu thudc, co thé dé
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nhiém khuén phai dung khang sinh... hodc viéc phai vao vién, phai tiép xtc
v6i moi trudng y té... déu 1am ting nguy co mic bénh. Mac nhiéu bénh Iy
man tinh 1a mot yéu t6 trong su phéi hop cua nhiéu yéu t6 nguy co [44],[63].
Khi phan tich nguy co méc tiéu chay do C.difficile cta timg bénh man tinh,
chang t6i nhan thay, bénh nhan can loc mau chu ky c¢6 nguy co mic tiéu chay
do C.difficile cao hon 5,23 14n so véi bénh nhan khong can loc mau (95% CI
1a 1,23 — 22,35) va bénh nhan méc bénh ho hip man c6 nguy co cao gap 2,37
1an bénh nhan khong bi bénh ho hip man (95% CI: 1,04 — 5,36). Su khac biét
c6 y nghia théng ké voi p<0,05 (bdng 3.14). Ogielska (2015) bao cao 48%
bénh nhan tiéu chay do C.difficile ¢6 tinh trang suy giam mién dich nhu phai
loc mau, ung thu, dung corticoid kéo dai [122]. Dubberke (2007) ciing ghi
nhan nguy co méc tiéu chay do C.difficile nhu trong nghién ciru cta chung
t6i, bénh nhan bi bénh duong ho hap man c6 nguy co tiéu chay do C.difficile
cao hon 1,5 1an so v&i bénh nhan khong bi bénh duong hd hap man (95% ClI:
1,2 — 2,0) va bénh nhan can loc mau chu ky c6 nguy co mic tiéu chay do
C.difficile cao gip 3,5 1an so voi bénh nhan khong phai loc méau chu ky (95%
Cl: 2,5 — 4,8) [50]. Bénh nhan loc mau chu ky, ngoai nguy co do ban than
bénh man tinh, cOn ting kha ning nhiém trung do thudng xuyén phai loc mau
& co sO y té, kha nang tiép xtic v4i vi khuan C.difficile cao hon [63]. Dudzicz
(2017) ciing cho thay, bénh nhan loc mau chu ky c6 nguy co mic C.difficile
cao hon bénh nhan khong phai loc mau chu ky 3,34 1an [51]. Bénh nhan méc
bénh than man trong nghién ctru clia chiing t6i c6 nguy co mac tiéu chay do
C.difficile cao hon bénh nhan khéng bi bénh than man, OR = 1,95 nhung khac
biét chua c6 y nghia théng ké (95% CI: 0,88 — 4,3) (bdng 3.14). Khac ching
t6i, McDonald nhan thdy, bénh nhan bi bénh than man c6 nguy co mic tiéu
chay do C.difficile cao hon 2-2,5 lan bénh nhan khong bi bénh than man, khac
biét c6 ¥ nghia thong ké [112]. Nghién ctru ctia Predrag va CS ghi nhan ti 18
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mang bénh phdi tic nghén man tinh va ti 1& phai loc mau chu ly & bénh nhan
tiéu chay do C.difficile cao hon c6 y nghia so véi nhom ching [128].
McDonald (2018) ciing ghi nhén, dung hoa chat diéu trj ung thu lam ting
nguy co méc tiéu chay do C.difficile, co thé lién quan dén suy giam dé khang,
nam vién, dung hoa chat 1am giam bach cau. Str dung thube cé corticoid ldc
dau cling dugc cho 1a nguy co gy tiéu chay do C.difficile & bénh nhan mic
bénh rudt viém va corticoid cling dugc cho la nguy co gay tiéu chay do
C.difficile & bénh nhan sau ghép tang dac. Sartelli (2019) bao cdo nguy co tiéu
chay do C.difficile khi bénh nhan c6 st dung corticoid (OR = 1,81), bénh
nhan bi suy than (OR = 2,64), dai thao duong (OR = 1,15) [137]. Trong
nghién ctru nay, chung toi khong thiy su khac biét co ¥ nghia giita nhom bénh
va nhom chung khi danh gia cac yéu td nhu: méc ung thu, bénh tu mién, st
dung corticoid kéo dai, bénh than hay dai thao duong, p> 0,05 (bdng 3.14).
C.difficile cling dugc ghi nhan nhu mdt nguyén nhan thuong gap ¢ bénh nhan
HIV/AIDS, tuy nhién kha ning mic bénh giam xudng khi bénh nhan duoc
diéu tri bang thudc khang virut [112]. Chung t6i chwa thiy su khac biét vé
tinh trang mac bénh tiéu héa man va mac HIV/AIDS gitta 2 nhom tiéu chay
do C.difficile va tiéu chay khong do C.difficile. Cung twong ddng voi nghién
ctru cua ching t6i, Lee (2019) ciing thdy mang bénh man tinh nhu dai thao
dudong, bénh tim mach, bénh gan man, bénh than man, bénh dudng ho hép
man, ung thu cling chua c6 su khac biét gitra nhém bénh va nhém ching [96].
Nghién ctru 6 Hoa Ky ¢6 bao cao ca bénh tiéu chay nang do C.difficile & phu
nit thoi ky chu san, co thé lién quan dén phdu thuét ldy thai hoic st dung
khang sinh [100]. Wilcox (2008) ¢ b4o cdo, bénh nhéan co tién sir cham soc
tré < 2 tudi 1a mot yéu td nguy co mac tiéu chay do C.difficile, khac biét c6 ¥
nghia théng ké [162]. Ly giai duoc cho 13 ¢ tré nho, trong quan thé vi sinh cta

duong tiéu hoa tir khi lot long, thuodng c6 cu tri cua cac vi khuan ky khi,
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trong d6 co C.difficile. Chi khi 16n 18n, cac vi khuan ky khi dan duoc thay thé
bang cac vi khudn hiéu khi. Tiép xtc véi tré nho dudi 2 tudi co nguy co tiép
xuc voi C.difficile nhiéu hon. Tuy nhién, ¢& miu nghién ctru con nhd, chung
t6i chua thay su khac biét vé& yéu td thai san hay yéu t6 nudi con bu giira
nhom bénh va nhom ching (bdng 3.14)

Trong nghién ciru nay, bénh nhin dén tir thanh thi c6 nguy co méc tiéu
chay do C.difficile cao hon cac bénh nhan dén tir nong thon, véi OR=1,75
(95%Cl: 1,08 — 2,84) (bdng 3.15). Chua c6 nhiéu nghién ctu danh gia vé
nguy co mac tiéu chay do C.difficile cua noi sbng & nong thon va thanh thi.
Ly giai dua ra 13, c6 thé viéc sir dung thudc khang sinh ¢ thanh thi rong rai
hon, véi nhiéu khang sinh pho rong, nguy co 1di loan vi khuan chi dudng rudt
cao hon. Ngudi séng ¢ thanh thi thuong tiép xtic v6i co s¢ y té hon, c6 thé dé
nhiém vi khuan C.difficile hon. Can c6 thém nhitng nghién ctru vé ti 16 mang
C.difficile trong dan ching ¢ cac ving nong thon va thanh thi cia Viét Nam
dé 1y giai cho sy khac biét nay.

Bénh nhan ndm vién trong vong 8 tuan trude khi tiéu chay c6 nguy co mic
C.difficile cao hon so voi bénh nhan khéng phai nam vién trong vong 8 tuan
trudc, OR=1,64 nhung sy khac biét trong nghién ctru ctia chung t61 chua c6 y
nghia théng ké (95% CI: 0,97 — 2,78). C6 73,6% bénh nhan tiéu chay do
C.difficile co tién sir nam vién trong 8 tuan trude khi tiéu chay. Thoi gian nam
vién trudc khi bi tiéu chay & nhém bénh nhan mac C.difficile (trung vi: 10
ngay) dai hon so vdi nhom tiéu chay khong do C.difficile (trung vi: 7 ngay),
nhung su khéac biét giita hai nhém khong c6 y nghia thong ké, p>0,05 (bdng
3.16). Nhiéu tac gia ghi nhan, nam vién 1a mot yéu t6 nguy co mac tiéu chay
do C.difficile [158]. Nam vién kéo dai ciing 1am ting nguy co méac C.difficile
[137]. Chinh vi vay, 1ay nhiém C.difficile trong cic bénh nhan nam vién da tro

thanh van dé dugc dic biét luu ¥ trong dau thé ky 21 & cac nudc phat trién,
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doi hoi phai bao céo bat budc cho chuwong trinh gidm sat nhiém trung bénh
vién & nhiéu qudc gia. Ogielska (2015) bao cao toi 80% bénh nhan tiéu chay
do C.difficile co tién sir nam vién trong 8 tudn trudc [122]. Lessa (2015) cho
thdy, co 65,8% bénh nhén tiéu chay do C.difficile c6 tién st ndm vién trong
vong 12 tudn trude tiéu chay [101]. Theo Hensgens (2011) 74,7% bénh nhan
tiéu chay C.difficile c6 tién s ndm vién trong 12 tudn trudc tiéu chay [66].
Tai Ba Lan, Dr6zdz cho thiy chi c6 26% bénh nhan tiéu chay do C.difficile
khong c6 tién sir nAm vién trong vong 12 tuan trude tiéu chay [49]. Theo di
liéu tr Chuong trinh cac bénh nhiém khuan méi ndi cia CDC nam 2010 thi
94% tiéu chay do C.difficile ¢ lién quan dén nam vién va cham soc y té, du
75% céc ca bénh xdy ra & ngoai bénh vién, g(‘A)m bénh nhan vira ra vién trong
thoi gian gan, diéu tri ngoai tra, ¢6 tiép xGic v6i nhan vién y té, ngudi & trong
Cac co sé chiam soéc y té dai han...[44]. Khac véi nghién citru cta ching toi,
nhiéu nghién ctru trén thé gidi da chimg minh dugc nam vién trude d6 1a yéu
t6 nguy co cho mic tiéu chay do C.difficile. Nghién ctru ctia Kurti (2015),
nguy co mac C.difficile cao hon 2,39 1an ¢ bénh nhén c6 tién sir nAm vién trudc
d6 (95% Cl= 1,61-3,51) [95]. Dubberke (2007) bo c4o, tién str nam vién trong
vong 60 ngay trudc tidu chay c6 nguy co mic C.difficile cao hon, RR = 2,3
(95% CI: 1,9-2,8) [50]. Wilcox nghién ctru tir cong dong ciing cho thay, tién sir
nam vién trong vong 6 thang trudc ¢ nguy co mac tiéu chay do C.difficile cao
hon ¢6 khac biét so vdi nhom chung [162].

Tién str dung khang sinh trong vong 8 tuan trude khi tiéu chay hoic dung
nhiéu loai khang sinh, nguy co mic C.difficile cao hon khong dung khang
sinh. Tuy nhién, sy khic biét gitta hai nhom bénh va nhém ching trong
nghién ctru cia ching t6i chua c6 y nghia thong ké, p> 0,05 (bdng 3.17).
Nhiéu tac gia trén thé gidi thira nhan, mot trong nhitng yéu t6 nguy co quan

trong cua mic tiéu chay do C.difficile 13 st dung khang sinh. Khang sinh
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khéng chi 1am ting nguy co mic tiéu chay do C.difficile trong thoi gian diéu
tri ma con €O nguy co trong 3 thang sau khi nging khang sinh [44],[80].
C.difficile khong chiu tic dong cua hau hét cac loai khang sinh. Nguy co
nhiém C.difficile lién quan dén khang sinh dugc cho 1a do khang sinh lam ton
thuong dén hé vi khuan duong rudt, gay r6i loan hé vi khuan chi, tao diéu
kién cho C.difficile phat trién, sinh doc t6 va giy bénh. Asha va cong su
(2006) bdo cao 85% bénh nhan tiéu chay do C.difficile ¢ dung khang sinh
trong vong 28 ngay trude khi khoi phat bénh [13]. Hensgens (2011) cho thay
93,5% bénh nhén tiéu chay C.difficile ¢ tién st dung khang sinh trudc tiéu
chay [51],[66]. Trong nghién ctru cia minh, Khanna (2012) béo céo tién st
dung khang sinh trong 90 ngay trudc chiém 78% cac bénh nhian méc tiéu chay
do C.difficile tir cong dong va 94% mac tiéu chay do C.difficile tir bénh vién
[87]. Ngamskulrungroj (2015) bao cao ¢ Thai Lan c6 57,6% bénh nhan tiéu
chay do C.difficile co tién sir dung khang sinh trong 8 tuan trudc d6 [118].
Verma va CS (2011) ciing cho rang, bénh nhan sau dung khang sinh ma xuét
hién tiéu chay, sbt, ting bach cdu mau, can nghi dén tiéu chay do C.difficile
[158]. Cac théng ké cho thiy, 15-20% cac truong hop tiéu chiy sau ding
khang sinh la do C.difficile [20], [35]. Bartlett (1980) bao cao 27% bénh nhan
tiéu chay sau dung khang sinh tim thiy doc t6 cua C.difficile [21]. Ingle ciing
tuong dong voi chung t6i khi thidy ding khang sinh trudc tiéu chay gip ¢
nhoém bénh nhiéu hon, tuy nhién su khac biét chua c6 y nghia théng ké [76].
Khac voi nghién ciru ctia ching t6i, Wilcox thay dung khang sinh trong vong
4 tuan trudc cd nguy co mic tiéu chay do C.difficile cao hon nhém chimg
[162]. Mot tong quan hé thong cac nghién ciru cho thay, sir dung khang sinh
co lién quan dén mic tiéu chay do C.difficile voi ti suit chénh OR= 2,86 —
6,92 [151]. Theo nghién ctru cua Predrag (2016), dung tir 2 loai khang sinh

tré 1én, nguy co mac tiéu chay do C.difficile cao gap 2,97 1an bénh nhéan ding
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it hon 2 loai khang sinh (95% CI: 1,19-3,04) [128]. Tuy nhién, nguy co méc
tiéu chay do C.difficile con lién quan dén su dé khang cua cac vi khuan dudng
rudt voi cac khang sinh st dung va sy thuong xuyén st dung khang sinh.
Nghién ctru cua chung to1 thyc hién ¢ bénh vién da khoa tuyén cudi, chu yéu
tai khoa hdi strc tich cuc va khoa truyén nhiém, noi nhiéu bénh nhan da st
dung khang sinh tir tuyén trudc hoidc tu s dung khang sinh trude khi dén
bénh vién. C6 thé diéu nay 1y giai cho su khac biét khong rd rang vé tién st
dung khang sinh & cac bénh nhan ti€u chay cia nghién ctru.

Su lién quan trong st dung tirng nhom khang sinh vdi tiéu chay do
C.difficile ciing co thé 1y giai theo gia dinh trén. Nhom khang sinh sir dung
trudc tiu chay dugc danh gia géom: nhom penicillin, cephalosporin,
carbapenem,  aminoglycoside, = macrolid,  clindamycin,  quinolon,
cotrimoxazole, metronidazole va glycopeptid. Khong c6 su khac biét gitta hau
hét cac nhom khang sinh duge st dung (trir nhoém glycopeptid) véi nguy co
mic tiéu chay do C.difficile (bdng 3.18). Khac v6i nghién ctru cta ching toi,
Predrag (2016) bao cdo sir dung tat ca cac nhom khang sinh déu cé nguy co
gay tiéu chay do C.difficile ciia bénh nhan diéu tri ndi tr & Serbia, nhu khang
sinh nhdm quinolon, cephalosporin, penicillin, aminoglycosid, carbapenem,
clindamycin va vancomycin. Hon nira, c6 t61 51% bénh nhan cua nghién ctru
do st dung tir 2 loai khang sinh tré 1én [128]. Mot nghién ctru dua trén hé
thng véi trén 2 triéu bao céo giri hiép hoi thude va thuc pham Hoa Ky (FDA)
(trén 5 nghin bao céo lién quan dén C.difficile) cho thay khang sinh ¢4 nguy
co ting méc tiéu chay do C.difficile theo thtr tu tir cao dén thap 1a nhom
lincosamide  (clindamycin), monobactams, penicillin, carbapenems,
cephalosporins, tetracyclines, macrolides va trimethoprim-sulfonamides
[149]. Nghién ctu cia chung t6i c6 duy nhat mot khang sinh nhém

glycopeptid, dé diéu tri bénh khéc trudc khi tidu chay 1am giam nguy co mac
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C.difficile, chi con 0,22 lan so véi nhém khdng dung khang sinh nhém
glycopeptid (95% CI: 0,07 — 0,72) (bdang 3.18). Khang sinh nhém glycopeptid
ding duong udng co tic dung trén C.difficile. Trong lich str, udng
vancomycin diéu tri thanh cong cac trudng hop viém dai trang gida mac sau
ding khang sinh [27]. Trong huéng dan diéu tri nhiém trung do C.difficile,
vancomycin udng hodc thut tryc trang 13 khang sinh diéu trj c6 hiéu qua
[137]. Nghién ctru cta chiing t6i, s6 lugng bénh nhan dung khang sinh nhém
glycopeptid con it va truyén tinh mach khang sinh nhom glycopeptid nay c6
tac dong dén C.difficile tai duong tiéu héa khong thi can thém nita nhiing
bang chung. Cung twong déng v6i nghién ciru cua chung t6i, nghién ctru cua
Lv va Peng (2014) tai Trung Qudc ciing ghi nhan, ding khang sinh nhém
glycopeptid cé tac dung bao vé khéng mic tiéu chay do C.difficile voi OR =
0,069 (95% CI: 0,008 — 0,563) vai ly giai 1a khang sinh nhém glycopeptid trc
ché sy nay mam cua nha bao C.difficile chuyén thanh dang hoat dong [109].
Mot s yéu t6 nguy co khac gay tiéu chay do C.difficile ciing dugc dé cap
dén trong tong quan tai liéu nhu dung thudc khang axit da day, dung
corticoid, thudc diéu tri ung thu hay cac can thiép duong tiéu hoa nhu dit éng
thong nudi dudng duong ti€u hoda hay ndi soi, thut dai trang.... Ogielska
(2015) bao cao 48% bénh nhan tiéu chay do C.difficile c6 tinh trang suy giam
mién dich nhu phéi loc mau, ung thu, dung corticoid kéo dai [122]. Hensgens
(2011) cho thiy 68,8% bénh nhan tiéu chay do C.difficile co tién sir dung
thudc trc ché bom proton [66]. Ti 18 bénh nhan c6 tién sir dung thudc e ché
bom proton theo nghién ctru ciia Khanna va CS (2012) 1a 22% vd&i cac bénh
nhan mic tiéu chay do C.difficile tir cong dong va 47% mic tir bénh vién [87].
Tuy nhién, trong nghién ctru nay, chung t61 khong ghi nhan dugc su khac biét
gitta nhom bénh va nhom ching vé yéu t6 dung thudc khang axit da day,

dung corticoid, thudc diéu tri ung thu hay cac can thiép duong tiéu hoa,
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p>0,05 (bdang 3.19). Khac v6i chung toi, Leonard (2007) b&o cdo nguy co cua
dung thudc khang axit da day gdy mic tiéu chay do C.difficile 1 1,94 (95%
Cl: 1,37 — 2,75) [99],[114]. Thudc trc ché bom proton lam ting nguy co mac
tiéu chay do C.difficile 1,74 1an, trong nghién ctru ciia Depestel (2013) véi
95% Cl: 1,47-2,85 [44]. Kurti (2015) ciing bao cao nguy co méc tiéu chay do
C.difficile khi st dung thudc trc ché bom proton 1a 2,082 1an (p<0,001) [95].
Trong mdt 4n ban cia Co quan quan 1y Thuc phim va Duoc phim Hoa ky
(FDA) thang 2 nam 2012, trong 28 nghién ctru thi c6 téi 23 nghién ctru cho
thay phoi nhiém véi cac thudc tre ché tiét axit da day lam ting nguy co mic
bénh do C.difficile tir 1,4 — 2,75 1an [44]. Mot nghién ctru bénh chimg gan
day, Lee va cong su (2019) bao cdo, bénh nhan dung thude tc ché tiét axit da
day c6 nguy co ti€u chay do C.difficile cao hon nhom ti€u chay khong do
C.difficile voi OR = 4,77 (95% CI: 1,57 — 14,45) [96]. Oldfield (2014) cling
béo cao rang, st dung thudc ¢c ché bom proton 1am ting nguy co mic
C.diffcile 1,69 — 2,05 1an khi phan tich don bién. Tuy nhién, lién quan giira sir
dung thudc e ché bom proton va tiéu chay do C.difficile, khi phan tich da
bién lai chua thdy su khac biét co y nghia. Tac gia nay ciing béo céo, phiu
thuat dudng tiéu hoa 1am ting nguy co méc tiéu chay do C.difficile 1én 25 1an,
c6 thé lién quan dén nguyén nhan giam nhu dong da day rudt, sir dung khang
sinh sau phau thuat voi gia thuyét 13 do ting chuyén nha bao sang thé hoat
dong, ting kha niang séng cua C.difficile trong duong tiéu hoa [123]. Tuong
d6ng voi nghién ctru cua ching toi, Li (2018) ciing khong thdy su khac biét
cta dung thudc tre ché tiét axit da day gitra hai nhom tiéu chay do C.difficile
va tiéu chay khong do C.difficile [102].

Céc triéu chting 1am sang nhu sét (> 37,5°C) hay sét cao (> 38,5°C), dau
bung, chudéng bung, budn nén — ndn va tut huyét ap khong c6 su khac biét

gitta hai nhom bénh va nhoém ching, p > 0,05 (bdng 3.20). Cac tri€u ching
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1am sang nay thudng gip & tat ca cac bénh nhén tiéu chay do cac nguyén nhan
khac nhau va cling khong dac hiéu cho mdt can nguyén gay ti€u chay nao.
Lee (2019) ciling théy chua co su khac biét vé triéu chung s6t, non, budn non,
dau bung gitra nhom bénh va nhoém ching [96]. Tuy nhién, khi ¢é triéu ching
phan nhdy mii thi nguy co méc tiéu chay do C.difficile cao gap 4,98 lan
(95%Cl: 2,28 — 10,89), phan mau c6 nguy co méc tiéu chay do C.difficile cao
hon 2,36 1an (95%Cl: 1,16 — 4,8) so véi nhém bénh nhan tiéu chay khong do
C.difficile. Sy khac biét c6 ¥ nghia théng ké véi p < 0,05 (bdng 3.20). Nghién
ctru ctia chiing tdi ciing twong dong voi Skyum (2019), cling ghi nhan yéu t6
c6 lién quan dén tiéu chay do C.difficile 1a phan c6 nhay mili véi OR = 3,5
(95% CI: 1,02-12,1) [144].

Vé so lan tiéu chay téi da trong ngay, tiéu chay tir 7-10 lan & nhém bénh
cao hon ¢ ¥ nghia so voi nhom chimg, OR = 1,94 (95% CI: 1,06 — 3,56). S6
lan tiéu chay trung binh ctia nhém bénh (7 + 5,1 1an), nhiéu hon so v&i s6 lan
tiéu chay trung binh ctia nhém ching (6 + 3,7 1an), OR = 1,06 (1,00 — 1,11), p
=0,049 (bdng 3.21). Con it nghién ctiru dé so sanh su khac biét vé sb lan tiéu
chay gitra nhom do C.difficile va khdng do C.dificile.

Tiéu chay tir 14 ngay tré 1én c¢6 nguy co do C.difficile cao hon 2,38 1an tiéu
chay khong do C.difficile, OR = 2,38 (95% CI: 1,19-4,76) (bdng 3.22). Tai
chau Au, Skyum (2019) thay tiéu chay kéo dai > 3 ngay di 1a yéu té nguy co
mic tiéu chay do C.difficile (OR = 5,2) [144]. Sb ngay tiéu chay trung vi &
nhoém bénh trong nghién ctru ciia chung t6i 1a 8 ngay, so voi nhom ching 1a 5
ngay, nhung khong cé su khac biét c6 y nghia gilta 2 nhom (bdng 3.22).
Nghién ctru ctia chung toi ciing twong dong véi Ingle (2013) cong bd, sd ngay
tiéu chady trung binh & nhom bénh 1a 8 ngay, so véi nhom chimg 1a 6 ngay,

nhung sy khac biét chua co ¥ nghia théng ké [76]. Mot nghién ctru bénh —
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chung tai Israel, Shapiro (2017) bao céo, thoi gian tiéu chay & nhém bénh nhan
mac C.difficile dai hon nhom khong do C.difficile véi OR= 2,15 [140].

Cac triéu chung cin 1am sang chinh nhu bach cau, albumin mau va
procalcitonin mau gitra nhom tiéu chay do C.difficile va tiéu chay khoéng do
C.difficile khong thay c6 su khac biét, p> 0,05 (bdng 3.23). Nghién ctu cia
chung t6i ciing twong dong véi nghién ciu cia Predrag (2016) ghi nhan
khong c6 sy khac biét vé bach cau, albumin mau va procalcitonin gitra nhom
bénh va nhom chimg [128]. Tai Trung Qudc, Lv va Peng (2014) ciing ghi
nhan khong c6 su khac biét vé s6 bach cau, albumin mau gitta nhom bénh va
nhom ching [109]. Nhung Shapiro (2017) trong mot nghién ctru bénh ching
tai Israel lai ghi nhan cac bénh nhan tiéu chay do C.difficile c6 s6 bach cau cao
hon nhom ti€u chay khong do C.difficile voi OR = 1,29 [140]. Khac vai ching
t6i, Kurti (2013) béo céo, bach cau mau & nhom bénh cao hon & nhom chimg,
(p<0,001), albumin mau & nhém bénh thap hon nhém ching (p<0,001),
khong c6 khac biét vé chi sd procalcitonin gitta nhém bénh va nhom chimg
[95]. Nseir (2019) lai thiy phan Gng viém CRP ting cao c6 ¥ nghia théng ké ¢
nhom tiéu chay do C.difficile so vdi nhom ching (p<0,001) [120]. Trong mot
nghién ctru khac, Dubberke (2007) béo céo, albumin mau thap (<30g/L) c6
nguy co mac tiéu chay do C.difficile cao gap 1,4 lan (95%CI: 1,1 - 1,8) va
albumin méu rat thap (<25g/L) c6 nguy co mic tiéu chay do C.difficile cao
hon 1,8 1an nhom tiéu chay khong do C.difficile (95% CI: 1,25 — 2,5) [50].
Bach cau va procalcitonin mau ting trong cic phan ung nhiém trung. Giai
thich cho viéc khong c6 su khac biét vé cong thirc bach cau va phan ng
procalcitonin gitra nhom bénh va nhom chung trong nghién ctru cuia chung
t6i, c6 thé 1a cac bénh nhan nghién ciru dugc chon tir khoa truyén nhiém va
khoa hoi stre tich cuc, déu 1a cAc bénh nhan c6 nhiém khuin, nén cong thirc

bach cau va procalcitonin déu ting trong nhom bénh va chung. Ciing tuong
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tu, khi nhiém tring ning, tiéu thy vao qua trinh viém cua co thé tang cao,
albumin mau ciing bi giam thap, va nghién ciru nay cua chung toi khdng thay
c6 su khac biét vé albumin mau giita hai nhém bénh va ching.

Téng hop lai khi phan tich cac yéu td lién quan véi tiéu chay do C.difficile
trong phan tich don bién (bdng 3.24), chung t6i ghi nhan c¢6 5 yéu té nguy co
|4 mic bénh 1a: Bénh nhén tudi cao > 65; séng ¢ thanh thi; c6 mang > 3 bénh
Iy man tinh; bénh nhan loc mau chu ky; ¢6 bénh hé hip man tinh. C6 4 yéu t6
lién quan dén chan doan bénh tiéu chay do C.difficile la: phan c6 nhiy mili;
phan c6 mau; tiéu chay tir 7-10 1an/ ngay; tiéu chay kéo dai tir 14 ngay tro 1én.
C6 1 yéu td bao vé véi mic tiéu chay do C.difficile 1a sir dung khang sinh
nhém glycopeptid dé diéu tri bénh khéc trong vong 8 tuan trude khi tiéu chay.
Chung t6i dua cac yéu té lién quan c6 y nghia thong ké trong phan tich don
bién vao phén tich da bién theo mé hinh héi qui logistic dé tim céac yéu té doc
1ap lién quan dén mac tiéu chay do C.difficile. Bénh nhan mic > 3 bénh man
tinh va mac bénh dudng hdé hdp man c6 nguy co mic tiéu chay do C.difficile
cao hon bénh nhan tiéu chay khong do C.difficile khi phan tich don bién
nhung khi dua vao mé hinh hoi qui da bién, su khac biét giita 2 nhom khong
rd rang. Pai tién phin c6 mau va tiéu chay kéo dai > 14 ngay 1a yéu t lién
quan dén chan doan tiéu chay do C.difficile trong phan tich don bién nhung
khong c6 su khac biét gitra nhém bénh va nhom ching khi dua vao md hinh
héi qui logistic trong phén tich da bién.

Két qua cudi cing, bdng 3.25 cho thiy c6 3 yéu to nguy co doc 1ap that sy
lién quan dén tiéu chay do C.difficile gdm: tudi >65 (OR=2,01), séng & thanh
thi (OR= 1,76), bénh nhan can loc mau chu ky (OR=7,32). C6 2 yéu t6 lién
quan trong xac dinh chan doan tiéu chay do C.difficile 1a dai tién phan c6
nhay mili (OR=5,94) va sb lan tiéu chay ¢ mic 7-10 1an/ ngay (OR=1,98).

Khac v6i nghién ciru cua chung toi, Kurti phan tich da bién cho thiy cac yéu
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td nguy co c6 y nghia mic tiéu chay do C.difficile 1a tién st ndm vién trude
d6 (OR=2,39), diéu tri véi khang sinh c6 nguy co (OR=4,09) va sir dung
thudc rc ché bom proton (OR= 1,62) [95]. Trong cac yéu t6 nguy co chung
t6i bao 4o, loc mau chu ky 1a yéu td c6 kha nhiéu nghién ctru cong nhan. Khi
phan tich da bién, Oldfield dua ra cac yéu td nguy co doc 1ap cho mic tiéu
chay do C.difficile gdbm: ndm vién trong 3 thang trudc OR= 2,45 (95% CI:
1,02-5,84), loc mau chu ky OR= 8,12 (95% CI: 1,80-36,65), va st dung
corticoid (OR = 3,09, 95% ClI: 1,24-7,73) [123]. Tai Canada, Demir (2018)
dua ra cac yéu t6 doc 1ap lién quan dén mac tiéu chay do C.difficile 13 loc mau
chu ky (OR=13,5), st dung khang sinh ngay trudc d6 (OR= 4,23), rung nhi,
bach cdu mau trén 11 G/ [43]. Nghién ctru ndy, chung toi nhan thiy, st dung
khang sinh glycopeptid trong vong 8 tuan dé diéu tri bénh khéac trudc khi bi
tiéu chay 1a yéu t6 bao vé voi méc tiéu chay do C.difficile khi phén tich da
bién OR=0,18 (95% CI: 0,05 — 0,67).

4.3. Mot sé dic diém phan bod kiéu gen cia C.difficile giy tiéu chay &
ngwoi lom tai bénh vién Bach Mai, 2013 - 2017.

Tir 101 bénh pham phan cta bénh nhan ngudi 16n tiéu chay do C.difficile
nam vién tai bénh vién Bach Mai tir ndm 2013 dén nam 2017, chung toi phan
1ap duoc 107 ching C.difficile dé mo ta cac dic diém kiéu gen.

4.3.1. Pic diém veé loai gen sinh ddc td caa C.difficile

Bénh nhan tiéu chay do C.difficile mang gen sinh doc té A+B+ hodc doc td
A-B+, dic biét co bénh nhan cung luc nhiém ca 2 chiing sinh doc td, véi ti 16
chung sinh doc t6 A+B+ 14 49,5%, A-B+ 14 44,6% va c6 6 bénh nhan mang
cuing ldc hai ching sinh doc t6 A+B+ va A-B+ chiém 5,9% (bdng 3.26). Cac
nghién ciu trén thé gidi déu ghi nhan vai trd cta ca 2 ching sinh doc t6 &
bénh nhéan tiéu chay do C.difficile. Chua phat hién chung A+B-, chi mang doc

t6 A ma khong co doc to B trén nguoi. Trudc day, hau hét ghi nhan vai tro
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gy bénh cua cac ching C.difficile sinh doc t& A+B+, va cho rang, doc td A 13
tac nhan doc t6 chinh. Nhung gan day tim quan trong ctia doc t6 B da duoc
khang dinh [103]. Nhiéu nghién ctru trén thé gidi ghi nhan cc ca bénh nhiém
C.difficile chi c6 doc t6 B ma khong c6 doc td A (mang genotyp A-B+) nhung
bénh canh 1am sang kha tram trong [4], [53], [136] va c6 thé giy cac 6 dich
[36], [77]. Mot nghién ctru & Han Qudc, chung c¢6 gen doc td A-B+ ting dan,
dat dinh 1a 50% tong s cac chung C.difficile vao nam 2004 [36]. Sau do, Kim
bao cao cac chung C.difficile sinh doc té6 A-B+ da giam (ndm 2010 cd 105/
337 truong hop) [88], va nam 2012, chung A-B+ chi chiém 15,7% céc ching
sinh doc t6 [89]. Huang (2009) bao céo ti 1é ching mang gen sinh doc td A-
B+ 13 33,3% & Thuong Hai (Trung Qudc) va 0% & Stoc-khom (Thuy Dién)
[70]. Mang cung ltac hon mét chung C.difficile gdy bénh nhu nghién ctru cua
chang t6i ciing d3 duogc bao cdo, chil yéu & cac nude chau A. Mot nghién ctru
& Thai Lan, Putsathit (2017) ciing ghi nhan c6 4 trong s6 100 bénh nhén co
mang cung lac hon 1 chung C.difficile [129]. Cheong (2017) ciing phat hién
duoc tai Lao ca chung C.difficile mang gen doc td A-B+ va A+B+ [32]. Wang
(2018) bao cao mdt ca lam sang bénh nhan 83 tudi, tiéu chay ¢ Trung Qudc
nhiém cung luc 2 ching C.difficile A+B+ va A-B+ [160].

Phéan bo cac chung C.difficile sinh doc t6 theo nam, ching C.difficile sinh
doc td A+B+ chiém da sb, chung sinh doc t6 A-B+ nam 2013 chi chiém 25%.
Tuy nhién sau do, s6 ching C.difficile sinh doc t& A-B+ phat hién duogc trong
nam 2014 va 2015 tang Ién, chiém 50% va 54,2% sb bénh nhan. Pén nam
2016 va 2017, s6 bénh nhan mic ching C.difficile sinh doc té A-B+ giam dan
con 46,4% va 36,8%. Du vay, su khac biét vé phan bd gitta cac chung sinh
doc t6 cua C.difficile chua c6 ¥ nghia thong ké, p>0,05 (Fisher’s exact test)
(bdng 3.27). Ti I¢ bénh nhan ti€u chay do C.difficile mang ching A-B+ cua

chung t6i cling dao dong ¢ ting ndm cao tuong tu nhu bdo cdo cua tac gid
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trong ving. Nghién ctru & Han Qudc, Shin (2008) cho thiy, ching C.difficile
mang gen sinh doc t6 A-B+ chi chiém <5% truéc nam 2000 di ting dan 1én
13% nam 2003 va 50% nam 2005 [141]. Tai Trung Qudc, Jin (2010) cling bao
bao, ti 18 chung C.difficile mang gen sinh doc t6 A+B+ ciing cao hon, chiém
77%, trong khi chiing sinh doc té A-B+ chi chiém 23% [78].

V& phan b nhom tudi theo loai gen sinh doc td, chung toi nhan thiy chung
mang gen sinh doc t6 A+B+ gip ¢ nhoém tudi 15-60 tudi nhiéu hon (52%),
trong khi ching sinh doc t6 A-B+ hay gip ¢ nhom tudi trén 60 (53,3%). Tuy
nhién, sy khac biét chua c6 y nghia thong ké, p> 0,05 (Fisher’s exact test)
(bdng 3.28). Luo va cong su (2019), nghién ctru 394 chung C.difficile tir cac
bénh vién ¢ 8 thanh phé) cua Trung Quéc, Han Qué)c, Nhat Ban, Singapore,
Australia, Hoa Ky ciing ghi nhan tudi > 65 thuong gip hon & nhém bénh nhan
tiéu chay do C.difficile mang gen doc t6 A-B+ [107]. Mot s6 nghién ctru khac
cho thay, hay gip doc t6 A-B+ & bénh nhan dung thudc chéng ung thu, dit
6ng thong da day hodc diéu tri & cac co o'y té [56],[93].

V& triéu chirng 1am sang nhu s6t, dau bung, non - budn nén, phan nhﬁy miui
hoac phan mau, nghién ctru cua chung to61 khong ghi nhan sy khac biét gitra
cac bénh nhan mang chung C.difficile sinh doc t6 A+B+; A-B+ va mang 2
doc t6, p> 0,05 (Fisher’s exact test) (bdng 3.29). Kim (2012) nghién ctru tai
Han Quéc vé tiéu chay do C.difficile mang céc loai gen sinh doc to A+B+ va
A-B+, ciing khong thay c6 sy khac biét vé mirc do ning, cac triéu chung 1am
sang, xét nghiém bach cau, albumin mau hay CRP [91]. Freedman (2010),
trong nghién ctru ciia minh cling bao céo khong c6 sy khac biét c6 y nghia vé
nhiét 46, CRP, s6 bach cau, s6 1an tiéu chay, dic diém cua bénh 1y nén khi so
sanh gitra cac ching C.difficile sinh doc t& A+B+ va A-B+ [56]. Trong nhom
bénh nhan viém dai trang gid mac, nghién ctru cua ching t61 cling khong nhan

thay su khac biét gilta cac loai doc t, p >0,05 (Fisher’s exact test) (bdng
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3.29). Du c6 nghién ctru ghi nhan, 72% céc truong hop viém dai trang gia
mac gip ¢ bénh nhan mang gen sinh doc t& A-B+ [141], trong khi mot sd tac
giad khac lai ghi nhan viém dai trang gia mac hay gap & bénh nhan mang loai
gen doc t6 A+B+ [56].

S lan tiéu chay trung binh cta cac bénh nhan tiéu chay do C.difficile trong
nghién ctru ciing khong c6 su khac biét giita cac loai gen sinh doc t, p > 0,05
(Kruskal-Wallis test) (bdng 3.29).

Bénh nhan tiéu chay do C.difficile mang cac loai gen sinh doc t6 déu co
tién sir nam vién trong 8 tuan trudc tiéu chay cao hon cé ¥ nghia, nhu mang
gen sinh doc t& A+B+ ¢ tién st nam vién trong 8 tudn trude 1a 64%, A-B+ 14
82,2% va mang 2 loai gen sinh doc t6 1a 100%. Su khéc biét c6 y nghia thong
ké voi p<0,05 (Fisher’s exact test) (bdng 3.30). Tuong dong véi nghién ctru
cua chung t61, Ogielska (2015) cling ghi nhan 80% bénh nhan ti€éu chay do
C.difficile ¢o tién sir nam vién trong vong 3 thang trude [122].

Bénh nhan tiéu chay do C.difficile mang cac loai gen sinh doc t6 A+B+, A-
B+ va mang 2 gen sinh doc té déu c6 mang bénh 1y man tinh véi ti 1& trong
g 14 72%, 73.3% va 100%. Tuy nhién, do c¢& mau con bé, nén su khac biét
chua c6 ¥ nghia théng ké, p> 0,05 (Fisher’s exact test) (bdng 3.31). Con it cac
nghién ciru vé cac chung C.difficile mang gen sinh doc t6 khac nhau & nhom
bénh nhan c6 bénh man tinh va khong c¢6 bénh man tinh.

Bénh nhan tiéu chay do C.difficile mang cac loai gen sinh doc t6 déu co
tién st ding khang sinh trong 8 tuan trudc tiéu chay cao hon nhom khong co
tién st dung khang sinh, nhu mang gen sinh doc t6 A+B+ cd tién sir ding
khang sinh trong 8 tuan trudc 12 54%, A-B+ 1a 73,3% va mang 2 loai gen sinh
doc t6 1a 100%. Su khéac biét c6 ¥ nghia thong ké véi p<0,05 (Fisher’s exact
test) (bdng 3.32). Luo va cong su (2019), trong nghién ctru hdi ctru da trung
tam, cling ghi nhan & 1 s6 thanh phé cua Thuong Hai, Nhat Ban va Uc, bénh
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nhan tiéu chay do C.dificile c6 ti 1& dung khang sinh trong 8 tudn trudc dé cao
hon (60%- 84,3%), du 1 s6 thanh phd khac ti 1¢ nay lai khong cao [107].

Dién bién diéu tri cta cac bénh nhan trong nghién ctru theo loai gen sinh
doc to, ti 16 bénh nhan khoi, d& ra vién, nang xin vé va tir vong khong co su
khac biét gitra cac loai gen sinh doc t6, p > 0.05 (Fisher’s exact test) (bdng
3.33). Nhiéu tac gia ciing ghi nhin khéng c6 sy khac biét vé két qua diéu tri
giita cac bénh nhén tiéu chay do C.difficile mang céc loai gen sinh doc t khac
nhau.

4.3.2. Pic diém veé kiéu gen ribotype ciia C.difficile

Nghién ctru st dung phuong phap PCR ribotyping phan loai 107 chung
C.difficile tir 101 bénh nhan. Loai bo cac ching khdng khdi phuc duge dé lam
xét nghiém PCR ribotyping va khong dinh danh dugc, chdng toi con 102
chung C.difficile phan loai duoc kiéu gen ribotype. PCR ribotyping 1a phuong
phap phan loai chuan, dugc sir dung pho bién ¢ chau Au véi uu diém nhanh,
d& tién hanh, co kha nang phan loai cao, dua vao kiéu hinh c6 duoc nho
khuéch dai ving xen k& giita gen rDNA 16S va 23S. C6 thé sir dung phuong
phap ciia Stubbs hoidc Bidet dé xac dinh kiéu gen ribotype cta C.difficile [23],
[147]. Tuy nhién, viéc phan tich gel agarose gip kho khin vi can phai co
chung tham chiéu dé so sanh. Cac nghién ctru trén thé gidi nhan thay, mot s6
kiéu gen thuong gip nhiéu bénh nhan ning, hay giy ra cac vu dich 1a kiéu gen
ribotype 027, 017, 018, 058 va 078 [153]. Nghién ctru cua chdng tdi xac dinh
dugc 8 kiéu gen ribotype ctia cac bénh nhan tiéu chay do C.difficile, hay gip
nhat 1a ribotype trf, 017 va cc835 véi ti 18 1a 24.,5%, 23,5% va 22,6%. Cac
ribotype khac 1a 0g39, 014, ozk, cr va 001 véi ti 18 thap hon (biéu dé 3.13).
Nghién ctru khong phét hién kiéu gen ribotype 027 gay dich & chau Au va
Bic My, ciing nhu ribotype 078 thudng giy dich & mot sé nude chau Au.
Kiéu gen ribotype 017 thudng gip trong nghién ciru cua chung t6i (23,5%),
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cling 1 ching thudng gip ¢ nhiéu nudc chau A nhu Trung Qudc, Pai Loan,
Han Qudc, Nhat Ban va cic nudc Pong Nam A nhu Thai Lan, Lao,
Malaysia... [36],[56], [75]. Su luu hanh phd bién va cic bao cdo vé ching
nay tir nhitng nim 1990 goi ¥ rang chung 017 ¢6 thé c6 ngudn goc tir chau A
[75]. Nghién ctru tai Trung Quéc cua tac gia Jin (2017), tim duoc 10 kiéu gen
ribotype, chui yéu la 017 (16,6%), 001 (14,4%) va 012 (13,4%) [77]. Tai
Thuong Hai, Huang (2009) ciing ghi nhan ching noi tréi mang kiéu gen
ribotype 017, chiém 18,7% [70]. Tai Han Quéc, cac ching thudong gap 12 017,
018, 001 va co gap ching 027 [89], riéng trong cac chung sinh doc t A-B+
thi kiéu gen 017 chiém da sb [88]. Cheong (2017) ciing phat hién duoc 3 kiéu
gen ribotype ctua C.difficile luu hanh tai Lao 1a 017, 014, 020 [32]. Théai Lan
cling ghi nhan luu hanh 13 kiéu gen ribotype, nhiéu nhat 1a 017 chiém 41,5%
va 014/020 chiém 20,8% [118]. Tuy nhién, c6 mot sd ving & chau A co khéc
biét véi chung toi. Trong mot tong két cua Collin (2013) vé céc ching
C.difficile tai chau A, ghi nhan ¢ Nhat Ban, cac kiéu gen ribotype dugc phat
hién chu yéu 1a smz/018, 014, 002, 001, co phat hién duoc ching gay dich
027, & Han Qudc thi kiéu gen 018 chiém da s6 trong nim 2008 — 2010 [36].
Téng quan hé thdng cac nghién ctru tai Nhat Ban tir nam 2006 dén 2017,
Riley (2018) bao cao kiéu gen ribotype ctia C.difficile thuong gip 1a smz/018,
002, 052 va 369 (con dugc goi 1a trf) [132]. Trong nghién ciru da trung tam vé
kiéu gen ribotype luu hanh & chiau Au, Freeman (2010) bao c&o, phat hién
dugc 66 kiéu gen ribotype ctia cac chung C.difficile tir cac bénh vién, thudng
gip nhit 1a ribotype 001 (13%), ribotype 014 (9%), ribotypes 002, 012, 017,
020 va 027 1a 6% cho mdi loai va ribotype 078 la 3% [56]. Nhiéu nudc & chau
Au da bao céo vé luu hanh céac kiéu gen ribotype trong nudc. O Anh, nim
2008 — 2009, chung C.difficile thuong gip nhit 1a ribotype 027 (36%), 106
(13%), va 001 (7%) [56]. Drabek (2015) nghién ctru ¢ Tiép Khic, kiéu gen
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ribotype 176 chiém 51,9% [48]. Hensgens (2011), bao cdo & Ha Lan, kiéu gen
thuong gap la ribotype 014 (15,9%), 078 (12.7%) va 015 (7.9%) [66]. Huang
(2009) ghi nhan & Stockhom (Thuy Pién), thuong gip nhat 1a ribotype 005
(11,3%) [70]. M6t nghién ctiru khac ¢ Thuy Dién trong 7 niam, tir 2009 dén
2016, Rizzardi (2018) bao cao cac chung thuong gap ¢ nudc nay la ribotype
014, 020, 012, 078, 046 va 017 tuy nhién modi ndm cé mot chung khac nhau
xuat hién ndi troi [134]. Pituch (2011) béo cao & 2 bénh vién 16n ¢ Ba Lan,
kiéu gen ribotype 017 thudng gip nhit, chiém 40% va 483% [125].
Novakova (2020) dua ra bao céo, co 78 trong sé 332 ching C.difficile tai 36
bénh vién cta Slovakia duoc xét nghiém ribotype, tip ching thudng gip nhat
la 001 (59%), 176 (29,5%), con lai la 017 (3,8%) va 020, 027, 049, 070
(1,3%) [119]. Nghién ctru & Bac M¥, Tenover (2011) ghi nhan 5 kiéu gen
ribotype thuong gip nhét trong niam 2008 — 2009 la ribotype 027, 002, 1086,
017 va 078 [150]. Nghién ciru cta ching t6i gdp mot phan thong tin vé cac
chung C.difficile hién dang luu hanh tai Viét Nam.

Trong cac ching C.difficile mang gen sinh doc t6 A-B+, nghién ctru phat
hién duoc 2 kiéu gen ribotype Ia trf va 017. Xac dinh dugc 6 kiéu gen
ribotype ctia cac chung c6 doc t6 A+B+, gip nhiéu nhat 1a ribotype cc835
(43,4% s6 chung A+B+), va 0939 (30,2%) (bdng 3.34). Trong 116 kiéu gen
ribotype, Stubbs va cong su xac dinh 34 ribotype mang gen doc té6 A-B-, 78
ribotype c6 doc td A+B+ va chi co 4 ribotype c6 doc td A-B+ [147]. Mot tong
quan luu hanh cac chung C.difficile & chau A, Collins (2019) béo céo loai gen
A+B+, kiéu gen ribotype hay gip nhit & chau A 1a 018 thuong dugc goi 1a
smz & Nhat Ban, va ciing dugc ghi nhan 1 ndi tréi & Han Québc. Cac kiéu gen
thuong gip tiép theo 1a kiéu gen 012, ciing dugc goi 1a cc835 va kiéu gen 046
cling dugc goi 1a 0939 hay gip & Trung Qudc, 014 va 002 hay gip ¢ Pai Loan
va Hong Kong [37]. Cac bénh nhén trong nghién ctru ciia ching t6i khong
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gip kiéu gen 018/smz nhung kiéu gen ndi troi ciing twong dong véi cac bénh
nhan & Trung Qudc 1 cc835 (hay 012) va 0g39 (hay 046). Poc t6 B 1a doc td
té bao, c6 kha ning giy doc gap 10 - 1000 lan doc td A [47], [154]. Céac nha
chuyén mén ludn canh giac, nghién ctu phan loai kiéu gen ctia cac chung
C.difficile khi phat hién ching mang gen sinh doc t6 A-B+ [133]. Trong mot
nghién ctru trén 148 chung C.difficile, Van den Berg (2004) ghi nhan gen sinh
doc to A-B+ chiém 22%, hau hét 1a chung ribotype 017, mot ching luu hanh
da s ¢ chau A, nhiéu hon han cac chau lyc khac [155]. Collins ciing ghi
nhan, 2 chung C.difficile A-B+ thuong gip nhat ¢ chau A 1a chung 017 (con
goi 1a fr & Nhat Ban), luu hanh ¢ Nhat Ban, Trung Qudc, Han Qudc
Malayxia, Indonesia va ching 369 (con goi la trf) thuong gap ¢ Nhat Ban,
gan day 1a Trung Quéc [37]. Nhu vay, cac nghién clru trén thé giéi ghi nhan
c6 su khac biét vé kiéu gen cua C.difficile & ving dia Iy khac nhau [161].

Tinh theo cac nim nghién ciru, chung t6i ghi nhan c6 su thay doi vé phan
b cac kiéu gen ribotype theo thoi gian. Nam 2013, thudng gap kiéu gen 017
va 0g39 (30,7%). Nam 2014, kiéu gen trf gip nhiéu nhét (45%). Nam 2015,
kiéu gen thuong gip 1a 017 (32%). Nam 2016, kiéu gen cc835 lai chiém da sd
(32,1%). Nam 2017 s6 ca tiéu chay do C.difficile it hon, va chung thudng gip
lai 1a 0g39 va 017 (25%) (bdng 3.35). Nghién ctru tai Anh, Wilcox (2012)
cling ghi nhan dich t& cac kiéu gen ribotype cta C.difficile cling thay doi theo
cac nam [164]. Tai Nhat Ban ¢c6 mot nghién ctru nam 2011 - 2013 phat hién
thay ribotype trf thuong gip (15,8%), chi dtng sau ribotype smz/018 (39,2%)
[139]. Luu hanh phd bién kiéu gen 017 trong nghién ctru cta chung toi ciing
phu hop véi cac bao céo vé kiéu gen thuong gip cua chau A. Imwattana
(2019), dong quan diém véi mot so tac gia, cho rang kiéu gen ribotype 017 ¢6
ngudn gdc tir chau A va trong nhitng nim gan day di lan rong, xuit hién &

nhiéu ving lanh tho trén thé gidi [37], [75]. Trong nghién ctru ctia chung téi,
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kiéu gen ribotype trf chiém wu thé, cao vuot troi so voi cac nghién ctru & chiu
A va trén thé giéi [32], [47]. Ciing c6 nghién ctru tai Nhat Ban bao cdo vé
kiéu gen ribotype 369, tén goi khac cua trf, gy nhimg ca bénh nim 2009 —
2013, va giy bénh ¢ Thuong Hai nam 2014 — 2015 [37].

Khi phan bd theo nhom tudi, nhom bénh nhan > 60 tudi thudng gip kiéu
gen trf (32,7%). Trong khi d6, nhom bénh nhan 15 — 60 tudi gap kiéu gen 017
va cc835 nhiéu hon (twong tng 12 30% va 28%). Tuy nhién sy khac biét chua
c6 v nghia thong ké p > 0,05 (Fisher’s exact test) (bdng 3.36). Mot nghién
ctru tai Nhat Ban cling ghi nhan khong c6 su khac biét vé tudi gilta cac
ribotype Iuu hanh [139].

Vé tién sir dung khang sinh, chi c6 kiéu gen 014 13 thudng gip ¢ bénh nhan
khong c6 tién st dung khang sinh trong vong 8 tuan trudc tiéu chay, p< 0,05
(Fisher’s exact test), tit ca cac kiéu gen con lai cua C.difficile déu khong c6
su khac biét gitra nhom bénh nhan c6 va khéng c6 tién st dung khang sinh
trong 8 tuan trudc tiéu chay, p> 0,05 (Fisher’s exact test) (bdng 3.37). Mot
nghién ciru & Hong Kong, Cheng (2011) cho thay C.dificile kiéu gen 002 12
thuong gip nhat, ciing khong co sy khac biét vé tién st dung khang sinh voi
cac chung C.difficile khac [31].

Ciing nhu vay, chi c6 kiéu gen cc835 1a thuong gip hon & bénh nhan khong
¢ tién sir nam vién trong 8 tuan trudc tiéu chay (goi y kha ning nhiém
C.difficile tir cong ddng), p< 0,05 (Fisher’s exact test), tit ca cac kiéu gen con
lai cua C.difficile déu khong co su khac biét giita nhom bénh nhan ¢ va
khong co tién sir nam vién trong 8 tudn trudc tiéu chay p> 0,05 (Fisher’s
exact test) (bdng 3.38). Su phan b6 cac kiéu gen & cac ving dia 1y 13 khéc
nhau trén thé gidi va hién con it nhimg nghién ctru két hop giita dich t& hoc va
1am sang dé danh gia lién quan véi cac yéu td nhu tién st dung khang sinh,

tién st nam vién, cac bénh man tinh. ..
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Tat ca cac kiéu gen cua C.difficile déu khong c6 sy khac biét gitta nhom
bénh nhan c6 va khong c6 bénh man tinh p> 0,05 (Fisher’s exact test) (bdng
3.39). Tuong ddéng voi nghién ctru ctia ching t6i, bénh nhan méc ching
C.difficile thuong gip & Hong Kong ciing khong co su khac biét véi cac
chung C.difficile khac vé mic cac bénh man tinh [31].

Tuy nhién, s6 luong cac kiéu gen cua C.difficile trong nghién ctru con nho,
can c6 cac nghién ctiru v6i ¢& mau 16n hon dé c6 thé dua ra nhan dinh vé lién
quan giira kiéu gen véi tién st dung khang sinh, tién st ndm vién va bénh
man tinh cua bénh nhan tiéu chay do C.difficile.

V& dién bién diéu tri theo cac kiéu gen, nghién ctru khong thiy su khac
biét vé ti 1é cia nhom Khoi — d& - chuyén tuyén véi nhom Ning xin vé - Tt
vong (bdng 3.40). C6 thé do s6 mau nghién ciru con it hodc con nhiéu yéu t6
anh huong dén diéu tri, nén chua thay su khac biét vé dién bién diéu tri cudi
cing voi kiéu gen cia C.difficile. Tschudin-Sutter (2014), béo céo ti 18 tir
vong 30 ngdy cao hon hin ¢ chang C.difficile ribotype 027 va 017, tuong
ung 1a 26% va 23% so voi cac ribotype khac (3%) [153].

Ung dung cac k¥ thuat sinh hoc phan tir, xac dinh kiéu gen cta C.difficile
1a phuong phap c6 gia tri chién lugc trong danh gia thay doi dich t& hoc va
tim hiéu phan tich cac vu dich nhiém trung do C.difficile. N6 con gitp diéu tra
moi lién quan giita céc tip cia C.difficile véi sinh bénh hoc duong tiéu hoa,
phan tich mdi lién hé va so sanh vé di truyén hoc cua C.difficile trén pham Vi

toan cau [30].
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MOT SO HAN CHE CUA NGHIEN CUU

Nghién ctru méi chi tién hanh chi yéu tai 2 khoa 1a khoa Hoi strc tich cuc
va khoa Truyén nhiém, c¢& mau con nhé (¢ = 0,4) va chua dai dién cho cac
bénh nhéan noi tra. C& mau nho ciing anh hudng dén kha ning phat hién cac
yéu té nguy co méc tiéu chay do C.difficile. Can c6 mot nghién ctru trén tat ca
cac khoa trong bénh vién, két hop cac yéu té dich t&, 1am sang, vi sinh, sinh
hoc phan tir nham danh gia mot cach toan dién hon vé tiéu chay do C.difficile
& ngudi 1on diéu tri noi tru.

Trong 5 nidm, nghién ctru bénh ching c6 s6 liéu thu thap mot phan dua vao
ho so bénh an, nén cac thong tin vé ca thé bénh nhan (nhu nghé nghiép, hoc
van, tdp quan an udng...) dé phan tich cac yéu t6 nguy co khong day du, theo
ddi bénh nhan c6 sai s6 nhat dinh.

Nghién ctru chua danh gia duoc ti 1€ méi méc, ti 18 tai phat. Cac thong $6
trong bénh an khong dii nén chwa danh gia hét yéu to lién quan dén muc do
bénh dé phan tich va xac dinh cac yéu t6 tién luong niang/ tr vong cia tiéu
chay do C.difficile & bénh nhan diéu tri noi tri.

Nghién ctru chua dé cap dén hau qua cua tiéu chay do C.difficile nhu cac
thiét hai vé kinh té, chi phi diéu trj ting thém, thoi gian kéo dai cia ndm vién,
cac ton hai vé strc khoe, di chimg do C.difficile gay ra.

Han ché ctia boi canh nghién ctru, chua dénh gia dugc cac phuong phap
diéu tri hidu qua, cac bién phap kiém soat nhiém khuén, ngin ngira 13y truyén
bénh tiéu chay do C.difficile trong bénh vién.

Vi vdy, can c6 nhimng nghién ciru 16n hon, qui mé hon trong tuong lai dé

danh gia vé tiéu chay do C.difficile & Viét Nam.
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KET LUAN
1. Pic diém dich t&, 1am sang caa tiéu chay do C.difficile ¢ nguwdi I6n tai
bénh vién Bach Mai, 2013 — 2017.

D3 phat hién mot s6 luong dang ké bénh nhan ngudi 16n mac tiéu chay do
C.diffcile tai bénh vién Bach Mai giai doan tir ndm 2013 dén nam 2017 véi
101 truong hop. Bénh gip ¢ nam nhiéu hon ni, ti 16 nam: nit 1a 1,7:1. Bénh
nhan dén tir hiu hét cac tinh/thanh phd cia mién Bic Viét Nam (21/28
tinh/thanh phd), tir néng thon dén thanh thi. Bénh gip ting dan theo tudi, cao
nhat & nhém ngudi > 60 tudi (49,5%), & tat ca cac thang trong nam.

Triéu chung lam sang ctia bénh ti€u chay do C.difficile khong dac hiéu,
thuong gip 1a sbt, dau bung, chudng bung. Tiéu chdy & murc vira phai, 3-6 1an/
ngay (65,3%), thuong gip tiéu chay kéo dai trén 4 ngay (80,2%), trén 2 tuan
chiém t6i 30,7%. Hong cau va albumin méau thuong giam thap hon gia tri binh
thuong, dac bi¢t véi truong hop ndng. Phan Uimg viém tang voi ti 1€ tdng cua
bach cau va procalcitonin mau lan luot 1a 60,4% va 100%, bach cau ting cao (>
15G/L) va procalcitonin cao (>10 ng/mL) 1 27,7% va 24,3%. Tat ca cac chung
C.difficile phan 1ap duoc déu nhay cam véi 2 khang sinh dugc khuyén céo sir
dung diéu tri 12 metronidazol va vancomycin. Ti 1& bénh nhén tiéu chay do
C.difficile c6 dién bién x4u va tir vong tai vién cao (21,7% va 5,9%), dic biét 1a
bénh nhan ning can diéu tri tai khoa hdi sirc tich cuc (40% va 14,3%).

2. Yéu t6 nguy co mic tiéu chiy do C.difficile & ngudi 16n tai bénh vién
Bach Mai, 2013 — 2017.

C6 6 yéu to doc lap lien quan dén tiéu chay do C.difficile gom 3 yéu to
nguy co lam ting mac bénh 12 tudi >65 (OR=2,01), bénh nhan sdng & thanh
thi (OR = 1,76) va bénh nhan can loc mau chu ky (OR = 7,32); 2 yéu t6 lién
quan trong chan doan bénh 1a dai tién phin c6 nhay miii (OR = 5,94) va tiéu

chay muc trung binh 7 — 10 1an/ ngay (OR = 1,98); 1 yéu té bao vé 1a st dung
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khang sinh nhém glycopeptid diéu tri bénh khac trong vong 8 tuan trude tiéu
chay (OR =0,18).

3. Piic diém phén bo kiéu gen ciia C.difficile giy tiéu chiy & nguwoi 16n tai
bénh vién Bach Mai, 2013 - 2017.

Phat hién dugc ca 2 loai gen sinh doc t6 cua C.difficile gay tiéu chay &
nguoi 1on tai bénh vién Bach Mai gém gen sinh doc t5 A+B+ (49,5%), gen
sinh doc t& A-B+ (44,6%), va mang dong thoi ca 2 gen sinh doc t6 (5,9%)
A+B+ va A-B+ trén cing mot bénh nhan. Xac dinh duogc 8 kiéu gen ribotype:
2 kiéu gen ribotype trf va 017 c6 gen sinh doc t6 A-B+ va 6 kiéu gen ribotype
cc835, 0g39, 014, ozk, cr va 001 mang gen sinh doc td A+B+. Kiéu gen
ribotype 017 va cc835 gip nhiéu & nhom bénh nhan dudi 60 tudi, trong khi
kiéu gen ribotype trf lai troi 1én & nhom tudi trén 60. CAc kicu gen ribotype

cua C.difficile thudng gap nhat 1a trf (24,5%), 017 (23,5%) va cc835 (22,5%).
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KHUYEN NGHI

1. By Y té

Ban hanh céac phac dd vé chan doan va diéu tri bénh tiéu chay do
C.difficile, tdp huin va phd bién vé bénh cho y té cac tuyén dé khong bo sot
chan doan, nang cao hiéu qua diéu tri cho bénh nhan.
2. Bénh vién Bach Mai

Trién khai cac xét nghiém xac dinh mic tiéu chay do C.difficile dé chan
doan, diéu tri kip thoi cho bénh nhan

Sang loc C.difficile khi bénh nhén tiéu chay 1a nguoi nhiéu tudi.

Tap huan dao tao vé tiéu chay do C.difficile dé nang cao kién thirc va canh
giac clia cac bac si lam sang vé bénh.

Str dung khang sinh hop 1y va ting cudng cong tac kiém soat nhiém khuan
dé ngdn mac C.difficile tai co s y té.

Tiép tuc c6 nghién ctru v6i qui mod 16n hon, danh gia toan dién hon vé cac

yéu td nguy co va bénh tiéu chay do C.difficile.
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Phu luc 1:
PHIEU PIEU TRA BENH NHAN TIEU CHAY VA CAC YEU TO LIEN QUAN
TIEU CHAY DO CLOSTRIDIUM DIFFICILE TAI BV BACH MAI
MA BENHAN:..................... SOLUUTRU:................ MA NGHIEN CUU: ......
A. TIEU CHUAN CHON BENH NHAN: Bénh nhan tiéu chay > 3 1an/ 24h
Loai trir: Tiéu chay do st dung thudc tiy, thudc nhuan trang

B. THONG TIN CO BAN:

1. Hovatén: ..................oooeieil. 2. Tubi: ......3. Gi6i: ......... 4. Dan toc: ...........
5.Nghé: ceveeenn0Piachic 7.D.thoai: ...,
8. Ngiy VA0 VIeN: .........ccccoeiverennennnnnn.9. Ngdy ra/chuyén vien: .....cocooeevevveerenne. ..
10.Ngay bat dau bénh: ..........ccccoeeveeeeen. 11, Khoa diu tric. ..o
12.Phong:....ccoooiviiiiiiiinnn 130 GIHONE: L .
C. THONG TIN YEU TO LIEN QUAN DEN TIEU CHAY:
1. Tién str strc khoé (danh gia bénh nén): L] khoé (] Bénh man tinh
Bénh man tinh: [ Dai thao duong [J Ung thu [J Bénh ly gan

L] Bénh than L] Bénh tim mach [1 Bénh tiéu hoa

[0 Bénh ho hép O HIV/AIDS [J Bénh mau

(0 Bénh hé mién dich  [J Lién quan thai san  [J Dling Corticiod
[J Lién quan phau thuat [J Dung gidm dau narcotic ~ ............
2. Tién st nam vién trude khi bi tiéu chay: (Mdi ra vién trong 8 tuan hodc nam vién >
48h) 1 Co L] Khong Tiéu chay sau nam vién: ....... ngay
3. Chuyén dén tir BV khéc: 0 C6 O khéng
4. Tiéu chay trudc khi vao vién Bach mai: [J CO [ khong (tiéu chay sau vao vién)
5. Can thiép thu thuat duong tiéu hoa: [1Céo [J Khéng
[J Sonde da day [ Thut thao phan [ Phau thuat tiéu hod [ Nai soi dai trang
6. TS dung khang sinh trudc khi bi tiéu chay: (trong vong 8 tudn trude khi bi tiéu chay)
L1Co O Khéng  Khong biét. Tiéu chay sau dung khang sinh: ............ngay
(Ngay dung KS: Ngay tiéu chay: ).
7. Loai khang sinh dugc dung:
[1 Nhém Penicillin Gva A [ Cephalosporin ] Carbapenem L] Clindamycin
[ Quinolon L] Aminoside L] Glycopeptid khac...........



8. TS dung thudc khang acid da day: [J C6 L1 Khong [J Khong biét

9. TS dung thudc giam nhu dong rudét [ CH [J Khong [0 Khong biét
10. TS dung corticoid L co ] khong
11. TS dung héa chit: Oco O khong
D. BIEU HIEN LAM SANG KHI TIEU CHAY:
1. Chan doan khi vao vién: ..............
2. S6t khi 6 tiéu chay (>37.5 d6C): [ C6 [J Khéng
3. Paubung........................ 1 Cé [ Khéng
4. Pay, chuéng bung.......... [ Co [J Khéng
5. Budn nén, nén: ..................... L1Co 1 Khoéng
6. CoPhukhong:..................... 0 Co [J Khéng
7. DO mat nude khi tiéu chay: 0 Nhe O Trungbinh [0 Ning [ Khoéng dénh gia
8. Mach: ......... Huyét ap:............. Nhip tho:................ Nhiét 36 max: ......
9. Phanconhdy:..................... O0C6  [Khong [J Khong biét
10. Phan ¢6 mau: ..................... O0C6  [OKhong [J Khong biét
11. S6 lan tiéu chay max/ ngdy: ........ lan
12. S6 ngay tiéu chay: ........... ngay
E. CAN LAM SANG:
1. Hongcau:........... T/LHb: ............ g/l. Bach cau:......... G/ (TT:........ %,
L:...... %. M:............ %, Eo: ......... %, B: .....%) Tiéu cau: ............ G/
2. Na:......... Koo Clo:...........
3. Ure:...mmol/l. Creatinin:...... Mmol/l. Glucose:....mmol/l. Procalcitonin:....ng/ml
4. GOT:........... GPT:.............. Protein: ................ g/l Albumin: ............ g/l
5. Soi dai trang: [1Co 1 Khéng
[1Viém daitrang [ Viém dai trang gia mac [ Viém dai trang chay mau
[ Binh thuong LJKhéac: oo,
Vi tri ton thwong: [ Tryc trang L] Pai trang sigma (] Pai trang xudng
L] Pai trang ngang [ Pai trang lén LI Khac......oouenenen.
6. Siéu am bung: JCo [J Khéng L] Dich long rudt
[J Dich 6 bung [J Gian quai rudt.
7.Xquang/CT bung: [ CO [0 Khong [ Day thanh dai trang

[] Gian dai trang [ Dich trong 1ong rudt O Téc rudt
[ Viém quanh dai trang [0 Khi 6 bung



8.

Soi phén: [IC6 [IKhdng

PIEU TRI:
1.Piéu tri bénh chinh: [ khéng sinh, O corticoid, [ giam acid, [ hoa chét,

OBach ciu  [OHdng cau [ loan khuan

[] giam nhu dong rudt L] Sonde duong tiéu hoa L] Thut thao phan
[ Phau thuét tiéu hoa [ soi dai trang. Khac: ....................
Thudc Puong dung Ngay bat dau Ngay két thuc

2.Piéu trj tidu chay: [ Ngimg KS

] Boc niém mac (smecta...)

[J Cam ia (loperamid, Imodium) [J Loi khuan L] Bu dich
[0 Khang sinh O Phau thuat Khéc ........
Thudc khéng sinh Duong dung Ngay bat dau Ngay két thiic
3.Dién bién: Ngay bat dau tiéu chay:....... Ngay hét tiéu chay:............
Két qua: [ Khoi OP&ravien [ Chuyén tuyén/vién khéac

A w NP omos

[0 Nang xin vé L] Tu vong

Chan QOAN Ta VIEI: ....iiiiiiiiiiii e e e e s saaes

XET NGHIEM PHAN:

Ciy phan tim C.dif [ Duong tinh

Poc té: I C6 1 Khéng

Typ ribotype cua C.dif: .......coooiiiiiiiiii
KhaNg sinh d0: .....oooveeveeeeeeeee e,

Neéu co, la loai doc to:

0 Am tinh

L] A+ Ll B+




Phu luc 2:

DANH SACH BENH NHAN TIEU CHAY PIEU TRI NOI TRU TAI
BENH VIEN BACH MAI TRONG NGHIEN CUU

TT HOQ VA TEN M& BN | Mz bénh 4n | N82Y Va0 vién | Tuji
1| Ngbd Van Q. 1000 | 130206420 24/04/2013 | 49
2 | Nguyén Trong Th. 1005 | 131100313 14/09/2013 | 73
3 | Pang Thi Kim Th. 1007 | 131300376 26/09/2013 | 71
4 | Nguyén Tuan Q. 1011 | 141004175 28/11/2014 | 54
5 [ Néng Thanh B. 1012 | 130215401 07/10/2013 | 22
6 | Tran Thi Kh. 1016 | 113100476 09/10/2013 | 74
7 | Tran Thi H. 1017 | 113100378 28/09/2013 | 33
8 | Nguyén Phi H. 1019 | 131100322 16/11/2013 | 81
9 | Tran Ba Trung H. 1020 | 130047246 23/12/2013 | 15
10 | Lé Van Th. 1022 | 131100247 09/12/2013| 61
11 | Pham Puc Ch. 1023 | 130216448 19/10/2013 | 46
12 | Ngé Kim C. 1024 | 130217937 31/10/2013 | 69
13 | Hoang Vian Gi. 1025 | 131100515 20/12/2013 | 64
14 | Lé Thi Huyén Th. 1033 | 150801439 31/03/2015 | 24
15 | Lé Viét Th. 1056 | 141004087 10/12/2014 | 43
16 | Vit Van Th. 1057 | 140231654 08/12/2014 | 48
17 | Ngé Quang D. 1089 | 141100062 20/01/2014 | 60
18 | Lé Thi Nh. 1091 | 130801131 16/07/2013 | 65
19 | Tran Cong b. 1092 | 130800995 22/07/2013 | 67
20 | Vo Pai V. 1093 | 130210613 23/07/2013 | 52
21 | Chu Puc Ch. 1095 | 130211227 15/08/2013 | 36
22 | Nguyén Thi L. 1096 | 130214863 15/10/2013 | 66
23 | Pham Vian H. 1098 | 130801475 23/09/2013 | 44
24 | Nguyén Thj S. 1100 | 130801102 17/08/2013 | 75
25 | Mai Thanh Th. 1102 | 130210338 23/07/2013 | 40
26 | Nguyén Vian Th. 1105 | 130044237 04/11/2013 | 75
27 | Vii Hoang S. 1106 | 140202682 11/02/2014 | 59
28 | Hoang Van H. 1108 | 130217879 12/11/2013 | 50
29 | Duong Van Nh. 1120 | 130216871 06/11/2013 | 66
30 | Md Thanh H. 1131 | 130801477 23/09/2013 | 33
31 | Phan Van V. 1132 | 131002728 25/09/2013 | 69




32 [ Pham Van D. 1133 ] 130903226 24/09/2013 | 53
33 | Bui Hiru H. 1136 | 130801441 04/10/2013 | 33
34 | Nong Hoang H. 1137 | 130032617 21/09/2013 | 39
35 [ Bui Thi Th. 1139 | 130031305 10/10/2013 | 39
36 | Ngd Huy Ph. 1140 | 130801466 25/09/2013 | 31
37 | Nguyén Xuan H. 1141 | 130033518 03/09/2013 | 53
38 | D3 Dinh M. 1144 | 130217432 23/10/2013 | 50
39 | Leo Thi Nh. 1145 | 130031364 19/09/2013 | 28
40 | Vii Viét Th. 1146 | 130213262 07/09/2013 | 55
41 |Lé Thi Th. 1147 | 130904257 17/10/2013 | 50
42 | Hoang Xuan L. 1148 | 130800937 07/10/2013 | 46
43 | Tran Dinh C. 1149 | 130215580 08/10/2013 | 70
44 | Luong Thi L. 1150 | 130044301 30/10/2013 | 30
45 | Dao Minh Th. 1151 | 140300091 06/03/2014 | 37
46 | Phung Thi H. 1152 | 140800277 26/02/2014 | 56
47 | Vuong Thi L. 1153 | 130801998 18/12/2013 | 25
48 | Nguyén Vinh H. 1154 | 130048486 02/12/2013 | 30
49 | D3 Thi O. 1155 | 130215291 25/11/2013 | 84
50 | Bui Thi Hué L. 1156 | 150800726 21/09/2015 | 32
51 | Nguyén Thi N. 1157 | 140039247 15/11/2014 | 84
52 | Pham Hong Ph. 1161 | 140800380 06/02/2014 | 39
53 | Duong Van Q. 1164 | 130904953 24/12/2013 | 65
54 | Tran Thi Phuong L. 1165 | 130802376 20/11/2013 | 28
55 | Tran Van T. 1167 | 140800460 22/04/2014 | 44
56 | Tran Thanh Ngh. 1171 | 140203762 10/02/2014 | 67
57 | Nguyén Thi D. 1173 | 140800063 26/03/2014 | 55
58 | Truong Thi Ch. 1174 | 140206488 10/03/2014 | 36
59 | Tran Minh Ch. 1175 | 140800322 10/03/2014 | 49
60 | Nguyén Thi M. 1176 | 140205436 05/03/2014 | 67
61 | Phan Van T. 1177 | 140010123 04/04/2014 | 77
62 | Triéu Van Th. 1181 | 131003587 21/11/2013 | 34
63 | Dinh Viét Ch. 1183 | 130801369 26/11/2013 | 77
64 | Tran Trong Ch. 1184 | 140202563 08/02/2014 | 62
65 | Nguyén Van Th. 1186 | 130216073 20/11/2013 | 49
66 | Nguyén Thi N. 1187 | 130219230 03/12/2013 | 79
67 | Nguyén Lam Th. 1192 | 140203723 09/02/2014 | 64
68 | Nguyén Ngoc Th. 1198 | 140200653 19/02/2014 | 80
69 | Trinh Thi T. 1202 | 130044535 12/11/2013| 54




70 | Phung Van L. 1203 | 140200826 13/01/2014 | 39
71 | Nguyén Vin T. 1204 | 140202056 06/02/2014 | 42
72 | Nguyén Hiru T. 1208 | 140201900 02/02/2014 | 45
73 | Hoang Van Ch. 1210 | 141100068 18/02/2014 | 26
74 | Pham Van R. 1214 | 140207318 14/03/2014 | 62
75 | Nguyén Thi Thanh M. 1217 | 141100228 02/05/2014 | 68
76 | H6 Pham Th. 1219 | 140301119 05/04/2014 | 82
77 | Luu Thi H. 1220 | 140210023 07/04/2014 | 64
78 | Nguyén Thi L. 1231 | 141100224 21/04/2014 | 32
79 | Pham Thi T. 1233 | 140214614 26/05/2014 | 66
80 | Vii Thi K. 1235 | 140211631 04/05/2014 | 77
81 | Luu Thi T. 1238 | 140213087 30/07/2014 | 82
82 | Hra Thi L. 1241 | 140014893 22/04/2014 | 58
83 | P6 Thi M. 1244 | 140302528 31/05/2014 | 74
84 | Ta Quang H. 1251 | 140301451 05/04/2014 | 64
85 | Pham buc Y. 1252 | 141100223 20/04/2014 | 61
86 | Hoang Thi H. 1254 | 140210544 05/02/2014 | 32
87 | bao Thanh B. 1256 | 140302409 12/06/2014 17
88 | Nguyén H. 1262 | 140218108 11/07/2014 | 60
89 | Nguyén Thé S. 1263 | 141100299 18/06/2014 | 81
90 | Nguyén thi V. 1264 | 140303218 04/08/2014 | 76
91 | Hoang Trong D. 1266 | 140223783 28/08/2014 17
92 | Vii Huy H. 1269 | 140218503 30/07/2014 19
93 | Nguyén Vin T. 1271 | 140232691 29/12/2014 | 27
94 | Truong Xuan Th. 1277 | 150301726 27/03/2015| 51
95 | Hoang Dinh D. 1278 | 151100154 17/04/2015| 85
96 | Nguyén Thi H. 1280 | 140216067 11/06/2014 | 55
97 | Bui Thi T. 1286 | 140801054 25/11/2014 | 43
98 | Nong Thi Y. 1287 | 150215671 24/05/2015 | 55
99 | Pham Thi S. 1288 | 150801469 06/04/2015 | 58
100 | binh Ngoc T. 1292 | 161600056 12/01/2016 | 95
101 | Hoang Thi Mai L. 1294 | 140213867 04/05/2014 | 22
102 | Trinh Thi Th. 1296 | 150211278 01/04/2015 | 58
103 | Nguyén Xuin A. 1300 | 140219487 28/07/2014 | 81
104 | Vi Thi T. 1303 | 142001865 24/07/2014 | 69
105 | Cao Viét T. 1305 | 140802427 07/08/2014 | 51
106 | Nguyén Ngoc Q. 1311 | 140229018 04/11/2014 | 26
107 | Van bBang Ng. 1314 | 140801474 15/08/2014 | 67




108 | Nguyén Ly H. 1315 | 140226210 25/10/2014 | 69
109 | Tran Thi D. 1316 | 140802396 12/12/2014 | 63
110 | B4 Thi X. 1340 | 140801045 28/11/2014 | 51
111 | Lé Thi Tr. 1342 | 140801927 24/11/2014 | 82
112 | L& Quy Th. 1349 | 140802417 07/08/2014 | 32
113 | Hoang Thi P. 1350 | 140801378 30/07/2014 | 82
114 | Tran Thi D. 1351 | 140802139 14/09/2014 | 66
115 | Nguyén Thi L. 1361 | 140802485 10/09/2014 | 74
116 | Pau Van S. 1365 | 140801635 05/09/2014 | 72
117 | Trinh Thi H. 1366 | 140226617 27/10/2014 | 34
118 | Phan Thanh Tr. 1370 | 140229026 02/11/2014 | 55
119 | Vi buc H. 1371 | 140227405 28/10/2014 | 54
120 | Lwu Thi T. 1372 | 141302179 06/11/2014 | 55
121 | Nguyén Hong H. 1375 | 140228834 03/11/2014 | 34
122 | Cu Xuan T. 1376 | 150201814 03/01/2015| 56
123 | Tran Thi Th. 1377 | 150903770 12/07/2015| 53
124 | Ngb Ngoc L. 1384 | 150216726 24/05/2015 | 61
125 | Bui Thé Th. 1385 | 150215726 04/11/2014 | 64
126 | Pham Thi Nh. 1386 | 151600943 16/04/2015 | 67
127 | Nguyén Thi Th. 1388 | 150027858 16/08/2015 | 34
128 | Lé Manh H. 1393 | 150207655 17/03/2015 | 23
129 | Binh Céng C. 1394 | 160202568 16/01/2016 | 56
130 | tmg Thi L. 1396 | 150206432 06/02/2015 | 39
131 | Trinh Quang H. 1400 | 141100630 20/12/2014 | 81
132 | Nguyén Thi V. 1410 | 141100546 14/09/2014 | 59
133 | Nguyén Thi Nh. 1412 | 150017575 25/05/2015 | 75
134 | Nguyén Thi X. 1415 | 140043370 16/12/2014 | 62
135 | Pham Vin T. 1431 | 150801032 30/06/2015 | 67
136 | Lé bang H. 1432 | 150800917 30/06/2015 | 80
137 | Tran Quéc Kh. 1435 | 150800930 30/04/2015 | 47
138 | Phi Cong H. 1439 | 150219073 08/07/2015 | 43
139 | Nguyén Hiru N. 1440 | 150217736 14/06/2015 | 71
140 | Tran Thi Huong Gi. 1449 | 150212964 10/04/2015 | 29
141 | Nguyén Vian L. 1453 | 150800933 12/05/2015 | 76
142 | Nguyén Van H. 1454 | 150801133 01/05/2015 | 54
143 | Nguyén Vian C. 1459 | 150800834 26/06/2015 | 32
144 | Hoang Thi H. 1460 | 150800860 16/08/2015 | 21
145 | Lé Pinh Q. 1465 | 150801539 29/09/2015 | 78




146 | Nguyén Hiru T. 1468 | 150801186 04/06/2015 | 65
147 | Phan Van H. 1469 | 150801660 13/10/2015 | 53
148 | Pham Xuén D. 1472 | 150801575 08/10/2015 | 76
149 | Vii Thi X. 1473 | 150010479 31/03/2015 | 20
150 | Pham Thu Ng. 1474 | 150801118 08/04/2015 | 40
151 | Vii Thi Q. 1475 | 150016813 19/05/2015 | 67
152 | Hoang Thi H. 1476 | 150214070 27/05/2015 | 80
153 | Nguyén Vian T. 1478 | 150209803 07/05/2015 | 47
154 | Pham Quang Th. 1479 | 150800314 15/05/2015| 51
155 | Lé Hong T. 1484 | 150902388 15/06/2015 | 67
156 | Tran Quang T. 1487 | 150220609 16/07/2015 | 77
157 | Nguyén Vin Tr. 1488 | 150218048 20/07/2015 | 44
158 | Pam Xuan D. 1489 | 150218685 04/07/2015 | 78
159 | Nguyén Van Ph. 1490 | 150220570 12/07/2015 | 53
160 | Vii Btrc Th. 1493 | 150221935 02/08/2015 | 54
161 | Hoang Van H. 1495 | 150801383 14/07/2015 | 63
162 | Pham Quang L. 1499 | 150216709 24/06/2015 | 48
163 | Nguyén Thi L. 1500 | 150219271 14/07/2015 | 85
164 | Nguyén Van T. 1504 | 150800814 19/06/2015 | 62
165 | Vii Huy T. 1505 | 150216516 21/07/2015 | 63
166 | Tran Minh Th. 1515 | 150219824 29/07/2015 | 23
167 | Ta Thanh Th. 1518 | 150225227 25/09/2015 | 43
168 | Vii Ngoc L. 1523 | 150225901 16/10/2015 | 93
169 | Nguyén Hoang Nhu Y. | 1530 | 151100247 03/09/2015 | 16
170 | Nguyén Van T. 1532 | 150802142 24/11/2015 | 54
171 | Vi Thi T. 1533 | 151100225 17/09/2015 | 85
172 | Cam Thi C. 1535 | 150800897 31/07/2015 | 52
173 | Duong Thi P. 1536 | 150219851 28/07/2015 | 25
174 | Vii Van B, 1537 | 150800768 04/08/2015 | 67
175 | Nguyén Thi H. 1538 | 156002041 17/08/2015 | 66
176 | Cao Van D. 1539 | 150028914 17/08/2015 | 30
177 | Pam Van V. 1545 | 151002946 28/08/2015 | 47
178 | Tran Thi Tr. 1547 | 150800736 22/09/2015 | 71
179 | Tran Pirc T. 1549 | 150221743 17/10/2015 | 59
180 | Lé Tién L. 1550 | 150904849 09/10/2015 | 75
181 | Pham Thi H. 1551 | 151003295 26/10/2015 | 56
182 | L& Minh M. 1552 | 150801687 10/10/2015| 55
183 | Pong Quang M. 1553 | 150225246 27/09/2015 | 22




184 | Vii Trung D. 1554 | 150800691 25/08/2015 | 41
185 | Ngb Vian L. 1555 | 150228007 13/09/2015| 63
186 | Tran Ngoc L. 1556 | 151100414 30/11/2015 | 52
187 | Cao Vian A. 1558 | 150225418 14/09/2015 | 51
188 | Pham Thi Ch. 1560 | 150800564 16/09/2015 | 87
189 | Truong Thi L. 1561 | 150232761 30/11/2015 | 36
190 | Trinh Chi T. 1563 | 150033601 15/12/2015| 70
191 | Tran H. 1568 | 150047021 28/12/2015 | 48
192 | Nguyén Song Th. 1574 | 150223258 18/09/2015| 30
193 | Hoang Van Th. 1579 | 150228334 06/10/2015 | 55
194 | ViiBa V. 1587 | 151003654 03/11/2015 | 90
195 | Nguyén Viét L. 1588 | 150801814 07/11/2015| 61
196 | Nguyén Van Q. 1590 | 150232667 10/11/2015| 71
197 | P b. 1592 | 150801702 22/10/2015 | 65
198 | Hoang Anh S, 1614 | 150802166 25/11/2015 | 69
199 | Nguyén Van S. 1615 | 150801921 01/12/2015| 52
200 | Ding Thanh H. 1617 | 150802404 08/12/2015 | 49
201 | Tran Cong D. 1619 | 150232287 11/12/2015| 63
202 | Tham Chi M. 1629 | 150233066 22/12/2015 | 77
203 | Mai Van Th. 1633 | 160000761 07/01/2016 | 37
204 | T6 Van Th. 1654 | 160800516 25/03/2016 | 79
205 | Nguyén Vin V. 1658 | 160800049 01/01/2016 | 63
206 | Ha Van Tr. 1674 | 160800171 01/02/2016 | 78
207 | Cao Van S. 1675 | 160800271 11/02/2016 | 45
208 | Trinh Thi T. 1677 | 160800313 19/02/2016 | 64
209 | Nguyén Vian H. 1678 | 160004064 15/02/2016 | 58
210 | D6 Thi Th. 1680 | 160200830 21/01/2016 | 46
211 | Vii B4 Tr. 1681 | 160800475 29/02/2016 | 19
212 | Pham Thi Doan Th. 1682 | 161100122 26/02/2016 | 35
213 | Nguyén Thi C. 1683 | 160205393 29/02/2016 | 68
214 | Nguyén Thi C. 1684 | 160800346 24/02/2016 | 83
215 | Trinh Xuéan L. 1685 | 160800315 24/02/2016 | 83
216 | Lang Thi Th. 1689 | 160207511 19/03/2016 | 22
217 | Tran Thi H. 1690 | 160008096 10/03/2016 | 26
218 | Tran Thé T. 1691 | 161000964 21/03/2016 | 47
219 | Nguyén Thi Th. 1693 | 160204136 17/02/2016 | 39
220 | Vi Thi M. 1695 | 161100070 26/03/2016 | 83
221 | ViiBa T. 1698 | 160800626 01/04/2016 | 94




222 | Lé Van D. 1699 | 160207476 29/03/2016 74
223 | B Pinh T. 1700 | 160800666 06/04/2016 58
224 | Le Thi Q. 1701 | 160401148 03/04/2016 24
225 | Hoang Van M. 1704 | 160205100 08/04/2016 52
226 | Bui Quang C. 1705 | 160800694 07/04/2016 62
227 | Lé Trong N. 1708 | 160209739 21/03/2016 56
228 | Hoang Thi H. 1709 | 160211304 11/04/2016 79
229 | Trinh Khac C. 1710 | 161100185 11/04/2016 84
230 | Hoang Thi Nh. 1721 | 160206908 23/04/2016 55
231 | Pham Duc Ng. 1722 | 160211579 16/04/2016 67
232 | Pham Quoc T. 1723 | 160213836 25/04/2016 29
233 | Ha Van Th. 1724 | 160800739 22/04/2016 64
234 | Nguyén Thi Th. 1725 | 160800929 11/05/2016 53
235 | Khong Van B. 1726 | 160902495 07/05/2016 62
236 | Nguyén Quang B. 1729 | 160800951 16/05/2016 88
237 | Sawa N. 1730 | 161600988 25/04/2016 70
238 | Pham Thi Th. 1731 | 160800948 12/05/2016 69
239 | boan Thi X. 1732 | 160800956 14/05/2016 34
240 | Ngb Thanh Tr. 1733 | 160214777 16/05/2016 35
241 | Nguyén Vin C. 1734 | 160801010 25/05/2016 66
242 | Vii Thi H. 1735 | 160213856 19/05/2016 31
243 | P Vin T. 1737 | 161100174 16/05/2016 30
244 | Nguyén Thi P. 1738 | 160216911 04/06/2016 38
245 | Ho S§ Th. 1740 | 161001511 31/05/2016 | 49
246 | bang Van Th. 1741 | 160217820 03/06/2016 51
247 | Nguyén Thi H. 1742 | 160801043 25/05/2016 75
248 | Lé Thi Thu H. 1744 | 160215921 08/06/2016 51
249 | Duong Xuan Ng. 1745 | 160801193 08/06/2016 86
250 | Nguyén Puc Th. 1747 | 160101655 27/05/2016 76
251 | Vo Van Q. 1749 | 160801264 21/06/2016 53
252 | Lé Van L. 1750 | 161001816 22/06/2016 65
253 | Lé Hitu P. 1751 | 160801227 23/06/2016 17
254 | Lé Thi Thiéu Ng. 1752 | 160023605 23/06/2016 | 45
255 | Nguyén Vin T. 1758 | 160021229 08/06/2016 55
256 | Pham Thi H. 1761 | 160221301 06/07/2016 28
257 | Nguyén Thi Thu H. 1762 | 160023865 27/06/2016 20
258 | Chu Thi Thanh H. 1763 | 160801340 16/07/2016 25
259 | Nguyén Thi H. 1764 | 160220296 01/07/2016 60




260 | Nguyén Thi L. 1768 | 160219146 20/07/2016 | 28
261 | Nguyén Vian H. 1770 | 160027980 26/07/2016 | 53
262 | Nguyén Thi B. 1772 | 161001722 19/07/2016 | 71
263 | Hoang Ngoc Thu Q. 1773 | 160801335 27/07/2016 | 57
264 | Nguyén Thi Th. 1779 | 160801301 14/08/2016 | 43
265 | Pham Thi O. 1781 | 160801560 29/07/2016 | 64
266 | Dinh Tién D. 1783 | 161100252 23/06/2016 | 72
267 | Dang Thi H. 1784 | 160224642 11/08/2016 | 59
268 | Nguyén Van Ph. 1786 | 161002532 12/08/2016 | 33
269 | Nguyén Puc L. 1787 | 160801601 13/08/2016 | 26
270 | Nguyén Xuan tr. 1790 | 161100361 02/08/2016 | 62
271 | Tran Thi H. 1791 | 160223142 05/08/2016 | 76
272 | Nguyén Duy H. 1792 | 160305179 01/08/2016 | 80
273 | Nguyén Hoc Th. 1793 | 160223768 20/08/2016 | 54
274 | Tran Van S. 1795 | 161302093 12/08/2016 | 61
275 | Nguyén Vian H. 1798 | 160801890 01/09/2016 | 50
276 | Nguyén Van H. 1799 | 160226057 04/09/2016 | 34
277 | Nguyén Ba L. 1809 | 160227248 18/09/2016 | 52
278 | VO Thi M. 1822 | 160229984 28/09/2016 | 68
279 | Nguyén Thi M. 1828 | 160227128 24/04/2016 | 35
280 | Nong Thi Ch. 1829 | 161100423 25/09/2016 | 25
281 | Lang Thi S. 1830 | 160031188 19/08/2016 | 68
282 | Lé Thi N. 1831 | 160801958 08/10/2016 | 27
283 | Pham Thi H. 1839 | 160801956 17/10/2016 | 62
284 | Nguyén Van Ch. 1841 | 160036932 12/10/2016 | 77
285 | Nguyén Thi Tr. 1843 | 160231068 19/10/2016 | 80
286 | Nguyén Van D. 1848 | 160230781 17/10/2016 | 39
287 | Nguyén Vin L. 1850 | 160802298 31/10/2016 | 69
288 | Nguyén Thi L. 1854 | 160232245 01/11/2016 | 69
289 | Tran Qudc B. 1855 | 160232163 31/10/2016 | 65
290 | Tran Van Th. 1857 | 160233510 14/11/2016 | 56
291 | Nguyén Q. 1863 | 161100570 17/11/2016 | 82
292 | Poan Thi Th. 1864 | 160231787 27/10/2016 | 78
293 | Nguyén Ngoc Th. 1865 | 160233945 15/11/2016 | 54
294 | Hoang Trong Ng. 1870 | 161100547 23/11/2016 58
295 | Pham B4 V. 1878 | 160234916 27/11/2016 | 69
296 | Vii Thi M. 1880 | 160234786 05/12/2016 | 85
297 | Tran Thi H. 1882 | 161100564 19/11/2016 | 71




298 | Pham Tué T. 1887 | 161100529 10/12/2016] 90
299 | Hoang Thi Th. 1892 | 160237869 20/02/2016 | 66
300 | Nguyen Téng Th. 1001 | 170800063 |  04/01/2017 | 30
301 | Pao Thi T. 1002 | 170000254 |  04/01/2017 | 57
302 | Duong Thanh S. 1908 | 170800163 21/01/2017 | 48
303 | Nguyén Duy T. 1009 | 170201606 10/01/2017 | 26
304 | Ta Thi B. 1910 | 171100014 18/01/2017 | 65
305 | Pham Thi M. 1912 | 172300079 10/01/2017 | 62
306 | Nguyén Ba H. 1913 | 170003062 02/02/2017 | 68
307 | Lé Thi Ch. 1914 | 170010618 271032017 | 87
308 | Pham Van N. 1915 | 170002689 31/01/2017 | 62
309 | Lé Van D. 1917 | 170800110 12/02/2017 | 33
310 | D& Hong Nh. 1932 | 170205242 23/02/2017 | 21
311 | Phan Tran S. 1933 | 170205171 22/02/2017 | 81
312 | Tuong Van H. 1934 | 170005396 2710212017 | 63
313 | Tran Van H. 1938 | 170300892 17/02/2017 | 71
314 | Nguyén Van S. 1941 | 170800102 2710212017 | 52
315 | Tran Viét H. 1943 170800988 13/03/2017 | 42
316 | Lé Thi V. 1948 | 171100094 12/03/2017 | 81
317 | Bui Van H. 1950 | 171100070 20/03/2017 | 62
318 | Pang Van Ch. 1953 | 172000555 28/02/2017 | 43
319 | Nguyén Van T. 1954 | 170800491 241032017 | 46
320 | Ly Van Th. 1956 | 170006999 01/03/2017 | 50
321 | Nguyén Thi Nh. 1958 | 171100107 21/03/2017 | 76
322 | Mui Thi D. 1061 | 170211486 |  31/03/2017 | 59
323 | Nguyén Van Th. 1963 | 170800507 20/03/2017 | 63
324 | Truong Duy K. 1966 | 170800705 11/04/2017 | 70
325 | Lé Van Tr. 1967 | 170014730 12/04/2017 | 29
326 | Tran Thi Kim Th. 1974 | 170210412 17/0412017 | 47
327 | Thai Thi Tuyét A. 1975 | 170209834 11/04/2017 | 56
328 | Pham Thi Ng. 1083 | 170800763 |  03/05/2017 | 65
329 | Nguyén Thi H. 1984 | 170302169 26/0412017 | 76
330 | Tran Thi Th. 1086 | 170012716 |  03/05/2017 | 53
331 | Vi Thi L. 1988 | 170801071 09/05/2017 | 34
332 | Nguyén Thi B. 1992 | 170017518 15/05/2017 | 60
333 | D& Thi H. 1996 | 170801006 21/05/2017 | 47
334 | Nguyén Thi Thanh X. 2001 | 170215318 26/05/2017 | 79
335 | D& Thi L. 2003 | 170215222 27/052017 | 38




336 | B6 Vin M. 2004 | 170218647 19/05/2017 | 54
337 | Nguyén Vin D. 2008 | 171100212 28/05/2017 | 61
338 | Nguyén Vin H. 2009 | 170215367 27/05/2017 | 44
339 | L& B4 Th. 2010 | 170216174 06/06/2017 | 76
340 | Nguyén Ngoc T. 2011 | 171100198 06/06/2017 | 43
341 | Phung Van Kh. 2015 | 170216257 03/06/2017 | 39
342 | Nguyén Tuin A. 2016 | 171002208 21/06/2017 | 24
343 | Pao Thién T. 2017 | 170215521 29/05/2017 | 40
344 | Nguyén Thi Thuy D. 2018 | 170801149 13/06/2017 | 24
345 | Lé Thi T. 2019 | 172017507 12/06/2017 | 44
346 | Ngo Ngoc S. 2023 | 171100200 12/06/2017 | 60
347 | Nguyén Ngoc C. 2034 | 170021560 12/06/2017 | 54
348 | Tran Van Th. 2060 | 170801648 31/07/2017 | 49
349 | Nguyén Thanh Ch. 2062 | 170232998 27/07/2017 | 42
350 | Pao Ngoc H. 2065 | 170031455 16/08/2017 | 58
351 | B4 Ngoc S. 2066 | 170229491 15/08/2017 | 55
352 | Nguyén Van Th. 2071 | 170802922 27/08/2017 | 19
353 | Pham Thi Nh. 2073 | 170228784 07/08/2017 | 19
354 | Vii Hoang T. 2075 | 170801911 12/09/2017 | 75
355 | Nguyén Thanh S. 2078 | 170801909 15/09/2017 | 55
356 | Bang Nguyén S. 2083 | 170224834 12/09/2017 | 68
357 | Truong Quang H. 2088 | 170228545 19/09/2017 | 32
358 | Nguyén Qudc C. 2093 | 171100562 27/09/2017 | 36
359 | Nguyén Canh K. 2094 | 170231904 01/10/2017 | 74
360 | Pham Thi H. 2098 | 170230337 04/10/2017 | 30
361 | Nguyén Thi U. 2099 | 170232617 13/09/2017 | 79
362 | Vivan S. 2107 | 171001287 20/09/2017 | 52
363 | Nguyén Vin B. 2112 | 171602805 12/10/2017 | 61
364 | Nguyén Van H. 2117 | 170223437 16/10/2017 | 70
365 | L& Thanh T. 2118 | 170235859 01/11/2017 | 37
366 | Pinh Thi Th. 2121 | 170235430 27/10/2017 | 84




367 | Tran Van K. 2130 | 171003209 18/11/2017 62
368 | Nguyén Ngoc T. 2133 | 170234087 30/11/2017 36
369 | Hoang Van T. 2135 | 170234620 23/11/2017 45
370 | Nguyén Chi K. 2136 | 171100466 10/11/2017 61
371 | Dinh Cong L. 2139 | 170241359 10/12/2017 32
372 | Luc buc Ch. 2140 | 170241560 11/12/2017 60
373 | Hoang Khic X. 2141 | 171100365 28/11/2017 68
374 | L& A. 2150 | 170045046 23/12/2017 91

Xéc nhan ctia phong ké hoach tong hop
Bénh vién Bach Mai

TS. Nguyén Thi Lan Anh
(da ky)



Phu luc 3

CAC QUY TRINH XET NGHIEM C.DIFFICILE TRONG NGHIEN CUU
(Nguon: Khoa Vi khudn — Vién VSDTTW)

1. Nudi cAy maAu phan cho phéan lap vi khuin ki khi:

- Muc dich: Thuong qui ndy dé nudi cdy phan 1ap va dinh danh
C.difficile tir mau bénh pham phan

- Pham vi dp dung: Thuong qui ndy dung cho phong thi nghiém Vi
khuan ky khi — Vién Vé sinh Djich té Trung wong

- Nguyén ly: C.difficile 1a vi khuan ky khi tuyét doi, gram dwong, sinh
nha bao, tén “difficile” ham y vi khuan nay thuong kho phan 1ap va xac dinh
dic diém. Hién nay C.difficile dugc cho 13 cin nguyén hang dau gay tiéu chay
bénh vién, chung co thé khong gay triéu chimg hoic gay tiéu chay & cac mirc
d6 niang nhe khéac nhau, dic biét c6 thé gay viém rudt két nguy hiém dén tinh
mang hoac ti vong.

- Trach nhiém:

Nhitng nhan vién ctia phong thi nghiém str dung thuong quy nay dugc dao
tao chuan thirc trude khi lam.
Ghi lai chinh x4c két qua vao s6 nhat ky thi nghiém.

- Dinh nghia va cdc tiv viét tit:
Mau: Mau bénh pham ban dau thu thap tir bénh vién, phong kham dé lam xét
nghiém.
Ky khi (Piéu kién ky khi hosc méi truong ky khi): Khi truong hoan toan
khéng chira oxy (hdén hop khi gdm 80% N, 10% CO, va 10% H,). Sir dung
binh u ky khi hoic tii o Ky, tli tao ky khi dé tao diéu kién ky khi. Chi thi mau
ky khi dugc cho vao binh hoac tdi o khi khi dé kiém soét chat lwong hén hop

khi nudi cay.



Cac tir viét tat:
CCMA (cefoxitin-cycloserine mannitol agar): Moi truong thach CCMA
GAM: Mai truong ky khi Gifu modiffied.
BHI (Brain heart infusion): Canh thang n&o tim
EYA (Eeg yolk agar): Thach long dé trimg
Vit K1: Vitamin K1
Thioglycolate HK: Canh thang Thioglycolate c6 b xung Hemin va Vitamin K
Thioglycolate thudong: Canh thang Thioglycolate khong bd xung Hemin va
Vitamin K

- Antoan
Thao tac véi cin nguyén Vi khuan duong rudt theo thuong qui hudéng dan an
toan phai 1am viéc trong phong thi nghiém an toan cap do 2

- Kiém sodt chit lwong
Luén st dung ching chuan Clostridium difficile ATCC 700057 dé kiém soat
chat luong mdi 16 moi truong chon loc CCMA. Chét lugng moi truong duoc
ghi vao sb theo ddi kiém soat chat lugng méi trudng. Lo moi truong nao
khong dat chét luong, can phai loai bo, khong dung cho xét nghiém va duoc
tim hiéu nguyén nhan khong dat chat luong dé Iuu ¥ cho lan pha ché sau.
Lu6n sir dung chi thi ky khi cho mdi hop nuéi cay ky khi

- Nguyén vit liéu va trang thiét bi
Nguyén vat lieu: Mau bénh phém phan.
Trang thiét bi: May tron voltex. Kinh hién vi. Xylene (Biomerieux). Tu ky
khi BugBox Plus, Hang Baker Ruskinn — Anh. Tt an toan sinh hoc cép 2 code
AC24E1, hing ESCO — Singapore. Ta am CO2 NU-5100E, NUAIRE — My.
May 0 nhiét Biosan PCH-100, BIOSAN, Han Qudc. Nbi hap tiét tring HV-
50, Hirayama, Nhat Ban.



Vat tw tiéu hao: Tube Eppendorf. Pau con c6 fill loc. Gang dung 1 1an. Chi
thi ky khi. B nhuém Gram. Tui u ky Gaspak — Mishumishi — Nhat Ban. Que
trai bénh pham inox — Viét Nam. Pau tip — Corning, My

Sinh pham: Canh thang BHI 0,05% cysteine. Con tuyét dbi. Moi trudong
Thioglycollate thuong. Thach ky khi chon loc va khong chon loc (Thach
CCMA - PTN tu pha ché, Thach GAM — hang Nissui — Nhat Ban). Dung dich
skim milk 20%.

- Cdc buéc tién hanh

Mau dugc van chuyén dén phong thi nghiém s& duoc xét nghiém ngay
trong vong 2 gio sau khi thu thap. Néu khong 1am xét nghiém ngay, co thé
bao quan mau & -80°C.

Phwong phdp shock con: thuan loi ciia phuong phap nay dé chon loc vi
khuan C.difficile vi chi vi khuan sinh nha bao c6 thé sdng sot, do d6 loai bo
duoc su sinh trudng cia nhitng vi sinh vat khong sinh nha bao trong phan
Céch 1am: Pha lodng 1 phan thé tich phan v6i 1 phan thé tich canh thang BHI
0.05% cystein. Sau d6 tron déu voi 2 phan thé tich con tuyét dbi (hodc con
95%). Tron déu bang mdy tron voltex, dé & nhiét 46 phong 1 gid, cir 10 phut
voltex mau dé 1am déu mau.

Nudi cdy
Mobi truong dung cho nudi cdy: Moi truong chon loc CCMA, hoic Moi
truong khong chon loc
K§ thuat nudi cay
- L4y 100 ul hon dich mAu da shock cdn, dung que trai bénh pham trai déu
bénh pham trén dia thach dé tach khuan lac roi trén moéi trudng chon loc
CCMA da khtr oxy.



- U dia moi truong dd cdy ¢ 37°C/48h trong diéu kién moi truong ky khi, sir
dung binh u ky khi hoac tui u ky khi. Chi thi ky khi dugc cho vao binh hoac
tdi 0 khi khi dé kiém soat chét luong hdn hop khi nudi cay.
- Dia cdy c6 thé dugc kiém tra sau khi 0 qua dém nhung khéng dugc bo ra
khoi méi truong ky khi boi vi su hinh thanh bao tir bi e ché trén méi truong
chon loc va nhiing khuén lac non dé bi chét khi phoi nhiém véi khong khi.
- Poc két qua chi thi khi truée khi doc két qua bénh pham. Piéu kién ky khi
duoc dam bao moi tiép tuc doc két qua bénh phém.
- Pém s6 khuan lac nghi ngd 1a CDF sau dé cay chuyén. Khi cdy chuyén,
chon tdi da trén mdi dia 5 khuan lac nghi ngd, ciy chuyén sang moi truong
khong chon loc dé kiém tra.

Dinh danh
Duea vao hinh thai khudn lgc: Khuén lac C.difficile c6 thé thay doi tuy thudc
loai moi truong nudi cay tir dang nhin dén ghd ghé, tir mau vang nhat dén
trrfmg, tir tron dén det, c6 ré gid hodc bo khong déu.
Khuan lac dién hinh cua C.difficile trén moéi truong CCMA 1 khuan lac tron
véi bo khong déu, det, ¢6 kich thudc khoang 4mm, mau vang.
C6 thé nhan biét khuan lac C.difficile bang cac dic tinh sau:
+ Mui: Mui riéng biét gibng mui phan ngya (dé nhan ra mui nay tir dia cay
chang thuan)
+ Mau huynh quang duéi 4nh sang UV: Dé mé dia khuan lac ¢ mé dudi anh
sang tim budc song dai (365nm) trong phong tdi va nhin bang su phan xa thay
khuan lac C.difficile bat mau huynh quang. Su bit mau huynh quang cua
khuan lac C.difficile khac nhau tiy thuéc mat do huynh quang do vi khuan tiét
ra nhung thuodng c6 mau xanh vang hodc mau lyc nhat. Anh sang huynh
quang yéu trén mot s6 thach co ban va manh nhat trén thach CCMA hoic

thach chira mau. Khi 1am thir nghiém huynh quang trén khuan lac phai c6



chung ching dé xac dinh rd két qua. Sy bat mau huynh quang d6i v6i khuan
lac gia hon 48h trén thach khong chon loc s€ bi giam di do sy hinh thanh nha
bao tang 1én. Panh diu tat ca khuan lac nghi ngd ¢ mit dudi dia thach bang
but da. Cdy chuyén sang méi truong thach GAM khong chon loc va o ¢ diéu
kién ky khi trong 48h dé lam cac test dinh danh khéc.

Dua vao hinh thé vi khuan trén kinh hién vi

Nhudn Gram khuén lac nghi ngd, xem HDKT-VKKK ..... Hinh anh nhu¢m
gram C.difficile 1a tryc khuan gram duong, 2 bd song song, rong 0.5 pum, dai
3-5 um voi nha bao hinh oval & gan dau tan cing. Nha bao vi khuan thuong
khong nhin thdy truc tiép tir thach chon loc nhung rat dién hinh khi cay

chuyén trén thach khong chon Ilogc.

2. Quy trinh xét nghiém PCR da moéi phat hién gen sinh doc té ciia
C.difficile
- Tdch chiét DNA:

Mau phéan duoc tién hanh xir 1y cho tach chiét DNA str dung bo sinh pham
tach chiét QIAamp DNA tool mini kit cta cong ty Qiagen theo huéng din cua
nha san xuét.

- Ky thudt PCR:
K§ thuat PCR duoc str dung dé phat hién gen ma hoa cho doc to A (tcdA) va
doc tb B (tcdB) va thy thé gian doc t& CDT bang cac cip moi dic hiéu. Céc
doc tb nay la yéu td doc luc vi khuan nham xac dinh vai tro gdy bénh cua
C.difficile.
Chudn bi hén hop phan g PCR
Thuc hién phan ung PCR trén may ludn nhiét
Dién di va chup anh sdan pham PCR
Phan tich két qua

Chtrng duong phai 10 rang



C6 vach trén gel va ding kich thudc khi so sanh véi thang ADN chuan.

Vach c6 hinh anh ro nét

Mdi 1an chay PCR déu c6 cac chimg duong A+B+, A-B+ va ching am 1a

nude cat siéu sach ding cho PCR.

Pinh danh xac dinh: Dya vao dac tinh sinh hoa cua chung cung véi dac diém

khuan lac va hinh thé vi khuin nhudém gram hodc giai trinh tu gen 16S-rRNA.

Bang 1: Pic tinh sinh hoa ctia mot sb loai Clostridium

Loai Thach long d6 trang | Genlatinase | Tiéu | Indole |  Sinh axit
Lecithinase | Lipase hoa GIM|L|S
stra
C.perfringens + - - - - + | + |+
C.sordellii + - + + + + |+ |-
C.botulinuml - + - + - + |+ -
C.botulinum Il - + - - - + |+ |-
C.botulinum 111 - + + V - + | V]| -
C.septicum - - - - - + |+ |+
C.histolyticum - - + + - -] -
C.tetani - - + - + S
C.dificile - - + - - + | - |-

3. Quy trinh xac dinh genotype Clostridium difficile bing phwong phap

PCR ribotyping

- Tdch DNA tir khuén lac C. difficile sinh dic té bang kit:

Mau phéan duoc tién hanh xir 1y cho tach chiét DNA str dung bo sinh pham

tach chiét QITAamp DNA tool mini kit ctia cong ty Qiagen theo huéng din cua

nha san xuat.

- Kiém tra logi djc t6 ciia chiing vira tich DNA':



Bang phuong phap PCR da mdi cho vi khuan C.difficile (str dung 3 cip moi
ciia 2 gen sinh doc t6 TcdtA, TcdtB va gen dic hiéu loai tpi) xac dinh gen
dic hiéu loai va gen sinh doc td cua vi khuan Clostridum difficile
Chi c6 DNA cua chung vi khuan sinh doc t6 A+B+ hodc A-B + mdi duoc
dung dé phan loai typ ribotype

- Chay PCR khuéch dgi viing gen 16S va 23 S ciia C. difficile
Chudn bi PCR reagent mix : Méi lin chay PCR ribotype chay véi mdiy

chiing chudn, nhitng ching nao ?

Nguyén licu IX () | 10X (ul) | Nong do cudi
Buffer 5X 4 40 1X
MgClI2 25mM 2 20 2,5mM
PCR nucleotide mix 10mM 0,4 4 0,2uM
Primer 16S 10uM 1 10 0,4uM
Primer 23S 10uM 1 10 0,4uM
Tag polymerase 5U/ul 0,4 4

Nudc cat tinh sach dung cho | 9,2 920

PCR

Tong phu 18ul 18ul

DNA template 2ul 2ul

- Chay PCR voi chu trinh nhiét
Chay, PCR v¢i chu trinh nhiét nhu sau

Budc Nhiét d§ | Thoi gian
94°C 3 phit
Bién tinh 95°C 20 giay

35 chu ky

55°C 2 pht

Kéo dai 72°C 10 pht




- Dién di va chup anh sin phdm PCR
Chuén bi: Kich thudc ban thach, Thé tich va néng do gel, khdi lugng gel can
cho mot 1an d6? Céc luu ¥ khi d6 thach (Low melting agarose)

- Nho mau chtng chirg & nhiing vi tri nao trong ban thach ? Pién di : ?
il San pham PCR duoc tron v6i ? pl Loading Dye va chay trén thach Low
melting agarose 2,5%, hi¢u di¢n thé 125V trong 5-6 gio. Marker dugc nho
vao 2 giéng ddu mut cta ban gel.

- Ban thach dugc ngam véi Ethyldium Bromide ndng d6 10ul/ml trong
15 phut, rira va lac nhe trong nude cat 20 phut trude khi chup chyp anh.

- Phan tich va phién gidi két qua
Duya vao hinh anh chup dugc ding cic phan mém phan tich hoic bang mat
thuong dé so sanh cac bing DNA giita cic chung vi khuan va véi ching
chuan tir d6 xac dinh ribotype ciia timg chiing vi khuan.

- Xt Iy mdu, dung cu, chit thdi

Céc tuyp chira DNA va dau cén hut DNA sau khi st dung, cho vao tdi
dung rac thai y té va van chuyén vé Khoa An toan sinh hoc va quan 1y chat
luong dé xur 1y.

Dung dich nhudém cé chira EtBr ciing nhu cac vat dung tiép xuc v6i EtBr

can dé riéng biét va xur 1y.

4, K¥ thuit xic dinh nong dé vrc ché tdi thiéu MIC:

- Muc dich: Nham xac dinh muc d6 nhay cam khang sinh cia chung
C.difficile phan lap duoc.

- Pham vi dap dung: Thuong qui ndy dung cho phong thi nghiém Vi
khuan ky khi — Vién Vé sinh Djich té Trung wong



K¥ thuat khang sinh pha loang trén thach dugc thuc hi¢n theo thudong qui cua
CLSI 2010 st dung chung quéc té chuin C.difficile ATCC cho kiém soat
chat luong.

- Cdc tir viét tit
MIC : Minimum inhibitor Concentration
PTN: Phong thi nghi¢m
C.difficile: Vi khuan Clostridum difficile
Brucella HK : Mai truong Brucella c6 thanh phan Hemin va Vitamin K
GAM HT : méi truong GAM co bo xung 5% mau ngua, hoac mau ctru.
Control trudc : Pia méi trudng kiém soat chét lugng trude thi nghiém
Control sau : Pia kiém so4t chat lugng sau thi nghiém
Control trudc va control sau 1a nhiing dia moi truong ding dé nudi ciy vi
khuan trude khi bit dau va sau khi két thiic qua trinh nudi cdy vi khuan trén
cac dia co khang sinh. Pia ndy c6 thanh phan va thé tich twong duong voi cac
dia lam MIC chi khac la khéng cé khang sinh.

- Antoan
Quy trinh duoc thuc hién & phong thi nghiém an toan cap 2. Cac budc cia
quy trinh thuc hién trong i an toan sinh hoc cap 2

- Tiéu chudn kj thudt

Két qua MIC chi duoc xac nhan khi:

Gidi han MIC cua cac chung vi khuan ching duong phai nam trong khoang
cho phép theo tiéu chuan ciua CLSI

Chung vi khuan phai thuan, khong bi nhiém véi vi khuan khéc.

Pia vi khuan kiém soat chét lugng trude va sau thi nghiém c6 nong do vi
khuan twong duong nhau.

MGdi chan trong bd cham co thé tich 10ul canh khuan, twong duong 10° Vi

khuan/chiing.



Céc chung trén dia control c¢6 nong d6 twong duong 10° vi khuan. Chung
nao c6 nong do qua thap sé khong dugc ghi nhan két qua va can phai 1am lai
thi nghiém.

- Nguyén vit liéu va trang thiét bi
Moi truong thit chin (CMM) tham khao quy trinh HDKT ...

Thach GAM HT (Thach GAM bd xung 5% mau ctru hodc mau ngua va 5%
SodiumTaurocholate)

Canh thang GAM

Thach GAM H (Thach GAM b6 xung 5% mau ciru hodc mau ngya )

Thach Brucella HK 5% laked blood: Thach Brucella bd xung 5% mau ciru tan
dong

bém TES. Dung dich NaCl 0.9%.

Bot khang sinh chuan

Bo cdy vi khuan 32 chan + Khay inox 32 giéng.

Tu an toan sinh hoc cép 2

Que cdy, Tam bong, Que tre siy vo tring

Hop u ky khi va tai tao ky khi, chi thi ky khi

- Chon chung lam MIC
Néu chung luu giit trong moi trudng CMM & nhiét d6 phong. Dung que tre vo
tring pha v& cac hat thit. Sau d6 cay 20ul canh thang CMM 1én ' dia thach
GAM HT. U ky khi 37°C/48 gio
Néu ching luu gitr -80°C, ding que cay ldy méi trudng giit ching ciy 1én Y
dia thach GAM HT. U ky khi 37°C/48 gid

- Thuan chiing va ting sinh
Kiém tra cac dia nudi cdy ngay 1 xem vi khuan c6 thuan khong? C6 khuan lac
roi khong? Sau d6 chon 1 khuén lac roi va cay chuyén lac 1én % dia GAM. U
ky khi 37°C/48 gio



- Dinh danh xdc dinh lai chiing vi khudn va djc t6

Kiém tra tinh thudn cta vi khuan trén cac dia nudi cay ngay 2 (dia ¥4 GAM),
sau d6 cdy chuyén vai khuan lac 1én 1 6ng canh thang GAM 2 — 3ml. U ky
khi 37°C/48 gio.
Pong thoi tich DNA bang phuong phéap nhiét. Sau d6, dinh danh xac dinh lai
vi khuan va doc td bang phuong phap PCR da mdi cho vi khuan C.difficile
v6i 2 gen sinh doc t6 TcdtA, TcdtB va gen dic hiéu loai tpi (tham khao qui
trinh PCR da mdi trong ....). Chi ¢ cac ching C.difficile sinh doc t6 loai
A+B+ hoac A-B+ mdi1 dugce chon lam MIC.

- Pha néng dp khdng sinh goc

- Pha néng dp khdng sinh trung gian:

St dung phiéu “Pha lodng khang sinh” khi pha khang sinh nong do trung
gian va nong do cudi dé kiém soat s6 bac khang sinh, nong d6 trung gian,
noéng do cudi.

- Pha khdng sinh néng dp cuéi (Chuyén khéng sinh ra dia va dé thach)
Ghi tén khang sinh va nong do viét tat 1én nip dia petri theo thu tu tir bac 1
dén bac cudi cing.

- Xdc dinh MIC bang phwong phdp trén thach

- Doc két qud va phan tich két qua
Poc két qua MIC sau 44— 48 gio nudi cay ky khi ¢ 37°C.

Két qua ghi vao “Phiéu doc két qua MIC”

Két qua MIC duoc doc tir néng do thép dén néng do cao.

O nong d6 nao vi khuan con moc noéng do tuong duong 10° vi khuan thi doc
1a duong, ghi dau (+).

O néng do nao, luong vi khuan gidm ro rét so voi control, doc két qua cong
trir, ghi ddu (+/-).

O nong d6 nao khong con vi khuan moc doc 1a 4m, ghi dau (-)

Phén tich két qua.



Phu luc 4:

Trang thiét bi va dung cu sir dung trong nghién ciru

Trang thiét bi Hing san xuat
Tu an toan sinh hoc cap 11 Esco
Tu sach Clean Beach Esco
Tu Am Sanyo
May khuéch dai gen ABI, Eppendorf
Bé va nguon dién di Enduro TM
May soi chup gel Eppendorf
Heé thong phan tich di truyén 3500 ABI, Eppendorf
May do mat d0 AND Eppendorf
May ly tdm Eppendorf
Noi hap udt tiét tring Hyrayama
Kinh hién vi quang hoc Olympus
Tu lanh 4°C Panasonic
Tu lanh -20°C Sanyo
Tt lanh -80°C Hitachi

Dung cu va vt tw tiéu hao: hop dung mau phan, tube Eppendorf, dau con
c6 fill loc, gang dung 1 lan, gidy chi thi ky khi ctua hang BD, ti u ky khi
Gaspak EZ cta hang BD, que trai bénh pham inox, pipet, bo nhuém Gram va

cac dung cu can thiét khac



