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TOMm TAT:

Nhiém tring hé hap dwéi (NTHHD) cép tinh & cong
ddng la nguyén nhan bénh tat va t&r vong hang dau &
ca tré em va ngudi Ion. Ganh nang bénh tat do nhém
bénh ly nay (khdng ké lao) gay ra Ién hon HIV, sét rét,
ung thw hay su ¢b tim. O' My, nhém bénh nay gay bénh
tat va tlr vong nhiéu hon bat ky bénh nhiém trung nao
va ty |é tlr vong it thay dbi trong khodng 5 thap nién viva
qua.

Tiép nhan va x& tri NTHHD 1a cau chuyén hang
ngay cla y té co sé& va xi tri chd yéu 1a khang sinh dé
giai quyét nhiém khuan. Da mot thoi gian dai, viéc x&
tri bang khang sinh mét cach thwong quy nhw vay
dwoc xem 1a hop ly vi cho rang c6 thé gilip phong cac
bién chieng sau do. Tuy nhién, cac bién chirng cua
NTHHD cép tinh dwoc danh gia 1a thap va khéng c6
béng ching thuyét phuc dé két luan réng s dung
khang sinh it s& lam gia tang bién ching. Bén canh
nhirtng hé luy vé viéc st dung khang sinh qua muc,
khong hop ly, da cé bang chirng cho rang khang thuéc
c6 lién quan chat ché vé&i tinh hinh st dung khang sinh
& hé théng y té cham séc ban dau.

Xuét phat diém tir vi sinh gay bénh, bai trinh bay
cung cAp moét cach nhin cu thé, can thiét va cap nhat
vé tinh hinh khang thuéc cla vi sinh gay bénh phé bién
va nhirng tac nhan vi sinh gay bénh dac biét. Trén co
s& nay tac gia muén xac dinh cac quan diém diéu tri
khang sinh can thiét va hop ly trong thyc hanh, nhat 1a
& tuyén y té ban dau.

Ttr khéa: Nhiém trung hé hap dwéi, viém phdi cong
ddéng, dot cdp COPD, vi khuan khang thuéc

ABSTRACT:

ACUTE LOWER RESPIRATORY TRACT
INFECTIONS IN COMMUNITY CAUSED BY
DIFFICULT-TO-TREAT MICROBIAL PATHOGENS

Lower respiratory infections (LRTI) in community is
the a leading cause of acute disease and death in both
children and adults. The burden of disease caused by
this pathology group (excluding tuberculosis) greater
than that caused by HIV, malaria, cancer or heart
trouble. In America this pathology cause morbidity and
mortality more than any other infections and mortality
does not change for about 5 decades.

Receiving and handling LRTI patient is the daily
work of the primary medical setting and management
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mainly is antibiotics in order to treat infections. A long
time ago, the routine use of antibiotic by such way
seems reasonable because think that may help prevent
later complications. However, complications of acute
LRTI is assessed to be low and there is no convincing
evidence to conclude that the less use of antibiotics
increases complications. Besides the implications of
the use of antibiotics excessive, unreasonable, there
were the evidences that the drug resistance is closely
related to the use of antibiotics in the initial health care
system.

Beginning from pathogenic microorganism, this
presentation provides a specific perspective,
necessary and updated on antibiotic resistance
situation of common and particular pathogenic
microbial pathogens. On this basis the author wanted
to determine the views of antibiotic treatment
necessary and reasonable in practice, especially at the
initial health care.

Key words: Lower respiratory tract infection,
Community-acquired pneumonia, Acute exacerbation
of COPD, Antibiotic resistant bacteria.

1. DAT VAN BE:

Nhiém tring hé hap dudi (NTHHD) cip tinh &
cong ddng 12 nguyén nhin bénh tat va ttr vong hang
dau O ca tré em va ngudi 16n.! Tuy nhién, nhém
bénh 1y nay thudng duoc dinh nghia khong thong
nhét va do vay nhan dinh vé tinh hinh méc va ganh
ning bénh tat ciing rat khac nhau, nhat 1a phan 16n
céc truong hop dugc cham séc boi tuyén y té ban
dau va khong trong bénh vién. V6i thuat ngir
NTHHD cap tinh ¢ cong dong, bénh 1y nay thuong
dugc hiéu bao gdm viém cip tinh phe quan, viém
tiéu phé quan, ciim va viém phdi.! Tai liéu huéng
dan (guidelines) cua Hoi HO hap chau Au va hoi
Vi sinh lam sang chau Au (ERS/ESCMID) (nam
2011)? dua thém vao ca dot cdp bénh phdi tic
ngh&n man tinh (COPD) va dot cip dan phé quan.

Nhiém trang hd hip dudi cip tinh 12 tinh trang
1am sang cp tinh, théng thudng trong khoang 3
tudn v6i tridu ching ho, ¢6 hay khéng triéu ching
khic nhu khac dam, khé thd, kho khe, dau nguc.
Céc tri¢u chung nay khong giai thich dugc cho
bénh nao khic (thi du nhu viém xoang, hen).?
Viém phé quan cdp 1a tinh trang bénh cép tinh xay

THOI SV Y HOC 03/2017



TONG QUAN

ra trén bénh nhan khong c6 bénh phéi man tinh tir
trude. Viém tiéu phé quan 1a viém & cac phé quan
nho, tan cung. Bénh thuong xay ra ¢ tré¢ nho duoi
2 tudi, nhat 1a khoang 3- 6 thang,’ biéu hién bang
ho, kho khe va kh6 thé. Nguyén nhan thong
thuong 12 virus ho hip (RSV) va hay xay ra vio
muia déng. Cim 12 tinh trang bénh cap tinh, ho, dau
hong va thong thuong kém theo hdi chung toan
than (sot, dau dau, mét moi). Viém phéi 1a tinh
trang bénh cip tinh thuong khoang trén 4 ngay va
kém theo triéu chung cua it nhét mot khu vuc
(focal) phdi méi xuat hién ton thuong. Viém phdi
dugc x4c dinh bang hinh anh X quang nguc co
hinh mo phdi véi tinh chét o1y moi xudt hién va
khong giai thich duge cho bat ky bénh nio khéc.
bot cép COPD 12 su ¢6 x4u di cta triéu chirng trén
nén bénh dang c6 (ho ting, khé thd ting va/hodc
dam tang so v6i tinh trang bénh hang ngay) va can
phai thay d01 diéu tri so voi tri liéu co ban. Gidng
nhu dot cip COPD, dot cap dan phé quan 1a tinh
trang x4u di cta triéu ching trén bénh nhan c6 triéu
chting goi ¥ dan phé quan (ho ting, dam ting, kho
tho tang).

NTHHD thong thuong do mot nhém tac nhan
vi sinh gdy bénh va viéc dleu tri 1a khong phtre tap.
Trong mot vai thap nién gan ddy, y niém vé vi
khuan khang thubc va da khang thudc, nhidm
khuan bt thuong di tao nén nhitng khuynh hudng
diéu tri khang sinh kinh nghiém qua muec, nhét 13
dbi véi céc truong hop can nhap vién. Thoi quen
sir dung thuét ngit “vi khudn khang thubc” trong
nhiém NTHHD & cong dong c¢6 vé khong thuc sur
hop 1y vi 2 1y do: 1) Khong gidng nhu trong nhidm
khuan bénh vién, vi khuén gdy bénh trong nhiém
khuan cong dong chu yeu la nhay cam khang sinh.
Ké ca vi khuan c¢6 ngudn gbc nhidm khuan bénh
vién nhu P. earuginosa, S. aureus cling khong
khang thudc giéng nhu nhiém khuan bénh vién va
2) Vi khuan gy bénh khong dép tng véi tri liu
khang sinh thong thuong chi chiém mot ty 16 thip
trong nhiém khuén cong dong. Do vay, thuat ngit
vi khuan “khé diéu tri” dé chi nhiing truong hop
nay 1a hop 1y hon va thuat ngit nay nén hiéu theo
nghia khong dap ung véi tri liéu khang sinh thong
thuong.

Vi¢c nhin lai mdt cach than trong van dé diéu
tri khang sinh trén cc khia canh: Tinh phd bién
ctia vi khudn khong déap tng voi tri liéu khang sinh
thong thuong trong NTHHD, mtrc d6 khang thudc,
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cach tlep can va giai phap sir dung thude hop 1y 1a
rat can thiét.

2. THYC TRANG BE KHANG KHANG SINH CUA CAC
TAC NHAN GAY NTHHD CONG PONG:

- Vi trung gay bénh:

Vi khuan phan 1ap duoc trong NTHHD thudng
gip 12 vi khuan ngoai bao, hay gip nhit 1a S.
pneumoiae, sau d6 1a H. influenzae, S. aureus va
Moraxella catarrhalis. Trong sb cac vi khuan noi
bao, M. pneumoniae 12 hay gip nhét, sau d6 1a cic
chung Legionellae va Chlamydia species. Virus c6
lién quan t6i NTHHD cong dong t6i 60% céc
truong hop va 30% viém phoi cong ddng.* Mot tic
nhan c¢6 ngudn goc nhiém khuan bénh vién phat
tdn trong cdng dong, tu cau khang methicillin
(MRSA), dugc nhic t&i trong nhiéu y vin gan dy.
Vi khuan ndy c6 dot bién & gen mecA va tao ra doc
t6 Panton-Valentine leukocidin (PVL), 12 nguyén
nhan giy ning O nhitng truong hop nhiém
MRSA.>* Tudi c6 tac dong lam thay ddi phd vi
sinh gy bénh. Ngudi gia c6 nguy co ting nhiém
S. pneumoniae, Influenza virus va Chlamydia
species.’ Ty 1& phan 1ap duoc Enterobacteriacae
tang 1én t61 25% trén nhom bénh nhéan trén 65
tu6i.® Mtc d6 giam chtrc nang hd hap trén bénh
nhan COPD cling da dugc chiing minh c6 tic dong
lam ting nguy co nhiém Enterobacteriaceae va
Pseudomonas spp.” Trén bénh nhan COPD dot cip
viém phdi, S. pneumoniae va virus ciing 12 phd
bién nhat.® Vi khuan gdy bénh dot cip COPD c6
thé lién quan toi cdc chung S. pneumoniae, H.
influenzae hoidc M. catarrhalis méi (new strains).”
Trén bénh nhan din phé quan, vi khuin duogc luu
y nhét 12 Pseudomonas, dic biét 1a nhitng ngudi c6
giam chirc nang phoi.'*!

- Tinh hinh khang khang sinh cta S. pneumonia:

Tinh hinh S. pneumoniae khang penicillin
(PRSP) va da khang khac nhau gitra cac thong bao
tor cac khu vyc. Dy 4an EARSS (European-wide
network of national surveillance systems) theo doi
déu dan tinh hinh & chau Au cho thdy vao nim
2008 c6 10% céc phan 1ap S. pneumoniae xam 1an
khong nhay cam penicillin. Co ché khang véi
penicillin va céc beta-lactam khéc 1a do thay doi
penicillin-binding proteins (PBP). PBPs tuong tac
v6i beta-lactam kiéu enzym bang cdch hinh thanh
mot phirc hgp ddng héa tri & cac vi tri serin hoat
héa. Su thay d6i PBP c6 tic dong toi tit ca céc
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thuéc nhém betalactam mac du c6 khac nhau &
tirng loai thudc do 4i luc cua cac PBP d6i véi timg
khang sinh trong nhém khéc nhau va do vay khi
khang voi voi penicillin khong c6 nghia la khang
hét v6i cac thubc nhom beta-lactam.'? Piém cit
(breakpoints) nhay cam cta S. pneumoniae d6i véi
penicillin do CLSI (Clinical and Laboratory
Standards Institute, M¥) dé xudt nam 2008'3 12 két
qua cua viéc xem xét lai dua trén céac két qua
nghién ctru 14m sang cho thay nhiém khuan S.
pneumoniae van con dap tmg diéu tri v6i penicillin
trong khi theo dinh nghia di giam nhay cam trén
in vitro. Piém cit méi dugc dé xuit dua trén: dic
tinh dugc dong va dugc luc khang sinh, cac dit liéu
(data) c6 lién quan t&i MIC va két cuc diéu tri. Trén
co s& cdc tiéu chuan nay, ngudng nhay, giam nhay
va khang 1a <0.06, 0.12-1, > 2mg/L duoc thay doi
(khi khong st dung penicillin uong, khong viém
mang ndo) thanh 2, 4, 8mg/L. Vi viéc dé xuat
diém cit méi nay, viéc chi dinh khang sinh nhém
penicillin s€ tang 1€n thay vi sir dung cac khang
sinh pho rong. Viéc sir dung khang sinh nhu vay
s& gitip 1am giam nguy co xuat hién khang thudc
trong S. pneumoniae, S. aureus va Clostridium
difficile néu sir dung qua muc cdc khang sinh phd
rong hon. Voi diém cit méi nhu trén, chi dinh
khang sinh penicillin diéu tri viém phdi do S.
pneumoniae 1a: penicillin G 2g (3.2 tri¢u don vi)
IV/4 gio khi MIC<8mg/L, ceftriaxone 1g IV hodc
IM / 12 gid hoidc cefotaxime 2g IV /6 gio.'* Véi
amoxicillin-clavulanic acid liéu 2g/125/ mdi 12
gid du lam sach khuin voi cdc ching khing
amoxicillin (MIC 4-8mg/L).'? Déi voi macrolide,
theo dit liéu cia EARSS (2008) thi 95% két qua
céc phén 13p S. pneumoniae xAm 1an nhay cam véi
erythromycin. Ciing tir hé thng theo dbi ndy, 32
nude (1.655 1an phan lap) ty 1& khong nhay cam
v6i erythromycin 1a 15%. Tir mot theo doi khéc &
cung thoi gian cho ty 1€ khong nhay cam voi
erythromycin 12 cao nhit (& Tunisia va Malta) 12
39% va 46%.' S. pneumoniae khang macrolide
theo 2 co ché: thay ddi vi trf dich (trén ribosome
23S rRNA, do gen ermB quyét dinh) va tang hoat
tinh bom day (do gen mefA quyét dinh). Vi khuan
c6 gen ermB thuong thé hién khing cao téi rat cao
v6i erythromycin.!” Nghién ctru (Daneman N et al
2006)'® nhan dinh hién tuong thét bai 1am sang do
S. pneumoniae xay ra khoéng phu thudc vao kiéu
khang va mirc do ting MIC. Co ché giai thich loi
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ich két hop macrolide véi beta-lactam con chua ro
rang, c6 thé 12 bao vy atypic, c6 thé tang hoat tinh
hiép dong (synergy) khi két hop 2 thudc, ¢6 thé bao
vy néu co da nhiém khuan va cic dic tinh diéu
hoa mién dich. Macrolide c6 kha ning, ma khong
thdy & bat ky nhém khang sinh nao khéc, 1am bat
hoat qué trinh tao pneumolysin ngay ca voi lidu
dudi MIC va khi S. pneumoniae da khang
macrolide.!® Khang véi fluoroquinolone (FQ) xay
ra theo cach tang dan. Cac dot bién 1an dau duogc
nhan thay hodc & gen parC hoidc gen gyrA lam
giam nhay cam thudc. Thong thuong céc ching trd
nén khang hoan toan khi c6 két hop thém dot bién
o cac gen dich khéc trén nén dot bién mot trong hai
gen ké trén. Su xuat hién khang thudc ngay trong
qua trinh diéu tri khang sinh c6 ve la do phat trién
tir nhitng ching dd mang sin ving quyét dinh
khang FQ (quinolone resistance determining
region, QRDR) va chi can xudt hién thém mot dot
b1en & vi trf khdc 13 tré thanh khang. Y niém vé
nong d6 phong dot bién khang thubc (mutant
prevention concentration, MPC) 12 ndng d6 phong
xuét hién dot bién 1an diu. MPC cua cic khéang
sinh FQ c6 kha nang han ché xuét hién khang
thubc & nhitng muc do khac nhau, theo chiéu giam
din: moxifloxacin, trovafloxacin, gatifloxacin,
grepafloxacin va levofloxacin.? Khang FQ con
hiém & chau Au. Dy 4n Alexander ghi nhan khang
FQ <1% (nam 2001) (www.alexandernetwork.
com). Nghién ctru PROTEKT (www.protekt.org)
chi ghi nhan & Nam Au S. pneumoniae khang véi
levofloxacin 1.3%. Tuy nhién ty I¢ khiang do dot
bién 14n dau 12 bao nhiéu ching ta con chua duoc
biét. Khang vdi tetracyclin va cac khang sinh khéc
& nhiéu nudc, cac khang sinh chloramphenicol, co-
trimoxazole va tetracyclines ty 1€ khang da ¢ muc
khong nén khuyén céo diéu tri kinh nghiém cho
NKHHD do S. pneumoniae bang cic thudc niy
nita.*

- Tinh hinh khang khang sinh cua H. influenzae:

- H. influenzae khang beta-lactam: Co ché tao
beta-lactamase (BLM) cua H mﬂuenzae 1a co ché
dau tién duge biét va 12 yéu td nguy co thit bai diéu
trj trong nhiém khuan ho hip cong ddng. Hién
twong khang ndy c6 thé khic phuc bang cach sir
dung cdc cephalosporin bén viing v6i BLM hoic
két hop v6i chit trc ché BLM. C6 mot nhém H.
influenzae c6 thay thé & amino acid trén gen ftsl
(PBP 3) ciing c6 thé khang ampicillin nhung
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betalactamase (-) (BLNAR). Phenotype nay cua vi
khuan ciing giam nhay cam v6i mot s()
cephalosporin. O chau Au, H. influenzae tiét
betalactamase c¢6 khuynh huéng giam.*?! Trong
mot theo doi tinh hinh khing thudc cua H.
influenzae ghi nhan ty 1¢ phan 1ap betalactamase
(+) trung binh 1a 7.6%.?' Mic di hiém nhung van
tdn tai vi khuan betalactamase (-) khang ampicillin
va betalactamase (+) khing amoxicillin/ a. Clavu-
lanic va 1a mot mdi lo ngai.

- Khang macrolide: Azithromycin la khang
sinh ¢6 hoat tinh nhat dbi v6i H. influenzae, voi
MIC 4-8 lan thip hon erythromycin (MIC cia
azithromycin <0.254mg/L). Su ton tai ciia co ché
bom diy lam cho vi khuin giam nhay cim
macrolide vé&i ty 1& trén 98% céc chiing.?? C6 su
khéc biét rat 16n gitta vi¢c nhan dinh tinh nhay cam
cta H. influenzae v6i macrolide khi str dung diém
cat CLSI va diém cat PK/PD.

- Khang Fluoroquinolone va céc thudc khac: H.
influenzae khang FQ con hiém. Ty 1¢ khing voi
tetracycline trén mot sd theo déi cho thdy c6
khuynh huéng giam. O Anh va Irland, ty 1¢ phan
1ap khong nhay giam tir 3.5% (1999-2000) xudng
con 1.2% (2006-2007).2 Trong khi & Hy-lap, ty 18
ndy ting tir 1.6% (1996) téi 38% (2005).%*

- Khang véi cac khing sinh udng khac nhu
TMP-SMX, chloramphenicol déu di c6 théng béo.
O My (2007) ty 1¢ khang TMP-SMX 12 18%.%

- Tinh hinh khang khang sinh ctaa M. catarrhalis:

Tinh nhay cam cta M. catarrhalis it thay dbi
tir 1999.4 Vi khuan nay tiét ra beta-lactamase c6
tinh toan cu va cédc thdy thuc nén xem rang tat
ca cic phan lap déu khang v&i amoxicillin,
ampicillin, piperacillin va penicillin. Tuy nhién,
ca hai enzym tao betalactamase (BRO-1 va BRO-
2) déu bi céc chit tc ché véi betalactamase bét
hoat. Nhu vdy cdc két hop beta-lactam/khang
betalactamase déu c6 chi dinh tét d6i v6i vi khuan
nay. Macrolide, tetracyclines con hoat tinh rat tot.
Mot s6 thong bdo TMP-SMX bi khang voi ty 18
dén 50%."

- Tinh hinh khang khang sinh ctia M. pneumonia:

M. pneumoniae bi tetracyclines, macrolides,
ketolides va fluoroquinolones trc ché va céc phan
1ap cho thay c6 it bién d6i MIC.?**” Do khong ¢6
ciu triic thanh té bao, vi khudn nay khang véi tat
ca cac beta-lactam va glycopeptides. B&i vi
tetracyclines va fluoroquinolones khong duogc
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khuyén cdo st dung ¢ tré em nén macrolide 1a
khang sinh thuong dugc chon diéu tri ca & tré em
va ngudi 16n. Tir sau nam 2000, c6 mot s6 thong
béo xudt hién khang macrolide, chi yéu & chiu A
(Trung Quéc, Nhat Ban). C6 thong bio ¢ Nhat
Ban khang macrolide t&i 30.6%.%® Trong khi &
chiu Au, ty 1& nay tir mot s dit liéu cho thiy con
thap. 3% Tuy nhién diéu nay cho thdy can theo
doi tinh hinh khang macrolide cua M.
pneumoniae.
- Tinh hinh khang khang sinh cta S. aureus:

O chau Au, nhiém S. aureus tién phat van con
12 khong phd bién mic di day 1a vi khuan gy
bénh viém phdi quan trong va giy tir vong sau
cac dich cim.’! Vai trdo cua S. aureus khing
methicillin  tr céng ddng (CA-MRSA:
Community-Associated Methicillin-Resistant
Staphylococcus Aureus) thyc sy con chua xac
dinh r6 rang. Xem 1a nhiém khuan do CA-
MRSA khi triéu chimg nhiém khuan xdy ra
trude nhap vién hodc trong 48 gio va bénh nhan
khong tiép cin voi cham séc y té trude d6. Viém
phdi cong ddng do CA-MRSA thuong ¢ ngudi
tré, khoe manh, tién trién bénh nhanh, bénh
canh hé hip ning. CA-MRSA thong thudng
khang vé&i beta-lactam nhung nhay véi hau hét
cic khang sinh khic (diéu nay 1a rt khac véi
MRSA tir nhiém khuan bénh vién, HA-MRSA
(Hospital-Associated  Methicillin  Resistant
Staphylococcus aureus) va chan dodn vi sinh
can lam o mic dit v6i test nhay cam khéang sinh
thudng qui 12 khé chin dodn phan biét). Do vi
khuan khéng phd bién trong CAP (Community-
acquired pneumonia) nén khong can thiét bao
viy vi khuin nay mot cach thuong quy. Tuy
nhién, tinh trang niang va tién luong xau cua
nhiém khuan CA-MRSA nhin manh viéc luu y
chan doan va diéu tri sém. Clindamycin va
linezolid tc ché ot sy hinh thanh cic doc td vi
khuén (ké ca PVL) nén lam giam hdi chung sbc
nhiém doc trong khi voi diéu tri vancomycin,
ngudng doc td khong khac nhém ching (khong
duoc diéu tri khang sinh).* Uc ché tao doc tb c6
thé lién quan toi cai thi¢n két cuc bénh nén
vancomycin don doc khong phai la tri lidu ly
tuong cho viém phdi do CA-MRSA. Viéc két
hop thudc diét khuan va @e ché tao doc td nhu
clindamycin hoac linezolid dugc xem la gidi
phép cai thién tién lugng.
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- Tinh hinh dé khang khang sinh tir y vin trong
nwéc:

C6 nhiéu nghién ctru trong nudc vé tinh hinh vi
sinh gay bénh va khang thudc trong NTHHD cong
ddng. Tuy nhién, hau hét day 1a nhitng nghién ctru
thyc hi¢n trong bénh vién, in vitro, don trung tam
va khong ap dung mot cach chuin cic phuong
phéap chan doan vi sinh. Nam 2013, mot nghién
cuu c6 do tin cay cao thuc hién phan lap trén bénh
nhin NTHHD cong dong bao gdm ca CAP &
Khanh Hoa (2009-1010)* bing céc phuong phép
phan 1ap quy udc va PCR cho thdy vi khuan giy
bénh chu yeu la H. infuenzae (28%) va S.
pneumoniae (23%). DPang luu ¥ 13 test chan dodn
virus dwong tinh v&i virus ho hap 1a 21% va
Influenza A 14 32,9%. Hinh anh phéan loai voi ty 1€
phan 1ap dugc phd bién 1a S. pneumoniae, H.
influenzae va virus kha giéng voi nhan dinh cia
Hiép Hoi Long nguc Anh (BTS 2009) trén CAP.?
Trong khoang mot thap nién vao nhitng nam 2000-
2010 ¢ Viét Nam, theo chuong trinh gidm sat
ANSORP (Asian Network for Surveillance of
Resistant Pathogens), phan 18p trén nhiing truong
hop nhiém khuan hd hap cép da cho nhimg ghi
nhan kha cu thé vé tinh hinh nhiém va dé khang
clia cc tac nhan gdy bénh phd bién v6i nhan dinh
chung 13 tinh hinh khang thubc cta S. pneumoniae
1a kha cao so véi cic nudc cing tham gia ldy sb
litu & khu vuc chau A-TBD.* Véi chuan méi
(2008) cta CLSI nhu da ndi ¢ trén, mot nghién ctiru
da trung tAm thyuc hién vao thoi diém 2010-2011
(nghién cru SOAR) ghi nhan ty 1¢ khang penicillin
cla S. pneumoniae xubdng con rat thap (1%). Tuy
nhién céc tic gia ciia nghién ciru nay ciing cho thiy
MIC cutia vi khuan d6i véi penicillin da ting tir
2mg/L 1én 3 mg/L ké tir 2007.% Ciing v6i két qua
nghién ctu SOAR ghi nhéan, S. preumoniae cé ty
1¢ d¢ khang cao ddi véi cac khang sinh macrolides
(96-97%), clindamycin (85%), cefuroxime (71%),
cefaclor (88%), cotrimoxazol (91%), tetracycline
(79%) va chloramphenicol (68%). Trong khi ty 1¢
vi khudn khing amoxicillin/clavulanic acid 1a rat
thfip, chi 0,3%. Tuy nhién MIC90 cua amoxicillin/
clavulanic acid 1a 3mg/L cao hon so véi két qua
nghién ctru ndm 2007 (2mg/L). Nghién ctru cling
ghi nhén di c6 5% vi khuan khang duoc ofloxacin,
so v6i nghién ctru nim 2007 chwa c¢6 vi khuan
khang fluoroquinolones dugc ghi nhan. Vé&i H.
influenzae, nam 2007 P.H Van thuc hi¢n mot
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nghién ctru da trung tam trén 248 chung H.
influenzae phan 1ap tir cic bénh pham 14m sing
nhiém khuan hé hap cap.’® Két qua cho thiy c6
dén 49% vi khuan tiét duoc beta-lactamse, khang
duoc ampicillin. Tuy nhién vi khuan con nhay rat
tdt v&i  amoxicillin/clavulanic acid  (100%),
azithromycin (92%) va cac cephalosporin thé hé 2,
nhu cefuroxime (99%), cefaclor (92%). Ngoai ra
nghién clru nay cting ghi nhan mot ty 1€ cao vi
khuan  khang  sulfamethoxazol/trimethoprim
(SMT), 64%. Tuong tu nhu két qua trén, nghién
ctru SOAR (2010-2011),% trén 200 chung H.
influenzae phép 1ap tur 1am sang nhiém khuén ho
hap cip trong d6 co 146 tur nhiém khuan ho hap
dudi, cho thiy c6 dén 49% vi khuan khéang
ampicillin va co ché chu yéu van 1a tiét men
betalactamase (ty 1€ phat hién dugc 1a 41%). Cling
trong nghién ctru ndy vi khuan ciing khang cao véi
SMT (83%), tetracycline (93%). Du beta-
lactamase ctia H. influenzae 1a loai cb dién khong
thé khang duoc cdc cephalosporin thé hé hai,
nhung két qua nghién cru SOAR van ghi nhan
dugc 25% khing cefuroxime va 27% khéang
cefaclor. Ciing tir két qua nghién ctru ¢6 31% H.
influenzae 1a khong nhay cam azithromycin vi ¢
MIC cao hon tiéu chuan nhay cam. Trong khi d6
vi khuan con nhay cam tt amoxicillin/ clavulanic
acid (99.5%) mac du MIC90 cua amoxicillin/
clavulanic acid 1a 3 mg/L (khoang 90%).

- Nguy co nhiém khuan kho diéu tri:

Viém phdéi 1a nhém bénh duoc tip trung
nghién ctru nhiéu nhit vé vi khuan gdy bénh
khang thudc (drug- -resistant pathogens, DRPs).
Trong nhitng nam gan day, vi khuan gy bénh
khang thudc xudt hién & cong dong do viéc m&
rong hé thong chiam séc stc khoe va diéu tri ra
ngoai bénh vién. Vao nam 2005, trong tai li¢u
huéng dan chung gitta ATS va IDSA, mot phén
loai viém phoi méi da dugc dé xuat,* viém phoi
lién quan t6i cham séc y té (HCAP: Health care-
associated pneumonia). Hudng dian cua
ATS/IDSA cho rang tit ca bénh nhan HCAP nén
duogc diéu tri khang sinh kinh nghiém huéng t&i
DRPs. Tuy nhién, c6 mot sé han ché da phat sinh
khi xem xét dinh nghia HCAP, cic van d& bao
gém: cac yéu td x4c dinh (céc bién, variables)
HCAP khéc nhau giira cdc quéc gia, yéu t§ du
doan khac nhau gilra cdc tidc nhan vi sinh da
khang thudc (MDRs).?7®

THOI SV Y HOC 03/2017



TONG QUAN

Thoi gian gan day nhiéu nghién ciru di duoc
thue hién theo hudng xéc dinh cac yéu td nguy co
d6i v6i nhiém khuan khang thudc. Tuy nhién, mdi
nghién ctru lai x4c dinh yéu té nguy co theo cich
khac nhau.’** Nam 2015, Prima va cs da dé xuét
khai niém viét tit PES (P.aeruginosa,
Enterobacteriaceae  extended-spectrum  beta-
lactamase-positive va methicillin resistant S.
aureus), cic vi khuan gy bénh c6 yéu ciu diéu tri
khang sinh khac v&i viém phdi cong dong théng
thuong, bao gdm ca nhing truong hop viém phoi
& nha dudng 130.* Céc tic gia trong nghién ciru
nay cing da dinh nghia cac yéu t6 nguy co nhiém
PES. Gan day, ¢ chau Au c6 nhiéu y kién khong
chap nhan y niém HCAP. Ngudi ta cho rang dinh
nghia HCAP c¢6 thé lam cho viéc diéu tri khang
sinh qua muc can thiét, y niém vé HCAP khong
xéc dinh dugc chinh x4c vi khuan gy bénh khang
thudc va dinh nghia bao gdm ca nhitng ngudi suy
giam mién dich.***” Mit khac, ciing da c6 thong
béo rang két cuc khong tt trong HCAP khong bi
anh huong bai vi khuan khang thudce hodc béi cach
chon lgc khang sinh ma ding hon, n6 c6 lién quan
toi tinh trang chung cia bénh nhan trong dé bao
gdm bénh ddng mac.**>' Trong mot nghién ciru
gan diy (nam 2017) Tadashi Ishida va cs®® cho
rang PES chi nén xéc dinh trén nhitng ngudi c6
tinh trang mién dich binh thudng. Ddi voi nhimng
ngudi ¢ suy giam mién dich, nén dugc xem la
nhém c6 nguy co nhiém HAP. Ciing bang phan
tich hoi quy da bién, Tadashi Ishida va cs cho rang
tién str nhap vién, 4an qua x6ng va tinh trang tiép
xdc kém 13 céc yéu td nguy co doc lap ddi véi
nhiém PES.

3. TIEP CAN THYC HANH SU’ DUNG KHANG SINH
CHO NTHHD TRONG TINH HiNH HIEN NAY:

Trong bdi canh vi khuan giy bénh va khang
thubc nhu trén, mot sb khuyén cdo thuc hanh da
duoc dé xuat va c6 su déng thuén cao vé nhu ciu
can thiét phai c6 nhitng nghién ciru theo doi tinh
hinh khéng thubc cua vi khudn giy bénh, nhit 13
d6i véi cac vi khuan phd bién.

Pbi véi pneumococci, véi erythromycin
MIC>0.5mg/L 13 yéu t& nguy co thit bai 1am
sang.* Tinh hinh khang & nhiéu nudc di 1am han
ché sir dung macrolide trong thyc hanh va van con
nhiéu quan diém khong théng nhit vé vai trd cta
macrolide trong nhiém tring hd hap hién nay. Cic
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quan diém ung ho macrolide cho rang nhém thude
nay c6 kha ning tic dung ngoai khang sinh, ké ca
trén cac phan trng viém do virus.3”* Viéc lua chon
va diéu chinh liéu phi hop khéang sinh beta-lactam
van con 1a hiru dung trong nhidm khuan do
pneumococci. Khdng cé bang ching néi rang cb
that bai 1am sang trén nhiing trudng hop nhiém
khuan khong viém mang ndo do céc ching khing
penicillin gy ra khi st dung liéu penicillin da hoac
cephalosporin thé hé thir 3. Véi nhan dinh nay,
khuyén cdo sir dung 1am sang c6 thé 1a:* penicillin
2g (3.2 triéu UI) IV/4 gio du diéu tri cho nhitng
truong hgp MIC <8mg/L; ceftriaxone 1g IV hoac
IM/12 gid hoidc cefotaxime 2g IV/6 gior du diéu tri
cho nhirng truong hop MIC <8mg/L. Cephalo-
sporins udng 12 khong du dé diéu tri cic truong
hop nhiém khuén do céc ching c6 MIC >2mg/L.

Cic khang sinh fluoroquinolone hd hép c¢6 hoat
tinh cao v6i cic nhiém khuéan hd hip. Can x4c dinh
cac tinh hudng cu thé sir dung cdc khang sinh nhém
nay. Néu ty 1& dot bién 1an dau thap thi chi dinh FQ
12 hop 1y. Ciing vi vy ma tién sir d diéu tri FQ 1a
1y do khong nén chi dinh kinh nghiém khang sinh
nay trong CAP. Pé ting kha ning diéu tri d6i véi
Pseudomonas va Klebsiellae, trén co s¢ phan tich
PK/PD, c6 nghién ctru di dé xuat thay d6i liéu
levofloxacin tr 750mg/mot lin/ngdy thanh
1000mg/mét 1an/ngay.’> Céc vi khuan thudc
nhém “khong dién hinh” (atypical pathogens)
hiém khi khang thudc va rat hiém khi tao ra that
bai 14m sang. Nhitng thong bdo dau tién vé tinh
hinh khang macrolide ctia M. pneumoniae & mot
s0 nudc chiu A can c6 céc theo ddi va phan tich
sau hon duodi géc do 1am sang. Vai tro cua CA-
MRSA con chua rd rang. CA-MRSA thong thuong
chi khang vdi beta-lactam trong khi con nhay cam
v6i hau hét cac khang sinh khac. Nhu d phan tich
o0 trén, do kha nang tc ché tao doc t6 cua
clindamycin va linezolide nén vi¢c Kkét hop véi mot
trong hai khang sinh nay 1a can thiét trong diéu tri
CAP do CA-MRSA.

Diéu tri NTHHD ngoai trd thong thuong la
cong vi¢c ciay te tuyén ban dau o day, trong diéu
kién han ché vé nang luc, rat khé dé chan doéan
bénh va xac dinh tac nhan vi sinh gay bénh. Thong
thudng dot cap COPD 14 tinh trang d& bj bo qua,
hay chan doan nham voi VPQC. Viém phdi, tinh
trang nhiém tring nang nhat cia NTHHD, thudng
bi chin do4n qua mirc. Day 1a hai tinh hubng rat
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can luu ¥ trong thyc hanh. Chén dodn dot cép trén
bénh nhin ¢ bénh phéi man tinh can duoc nghi
to1 khi bénh nhan c6 ho man tinh va kém theo kho
khe (hay tién st kho khe) khé thd, hdt thudc 14.
Cén do chirc nang phdi & nhitng bénh nhan nay de
xéc dinh chan doan. Ho trén nguoi 1on tudi c6 hit
thudc 14 1a céc yéu td can nghi téi COPD. Trong
mot nghién cru tir cong déng, NV Thanh va cs
(nam 2012)°7 cho rang céc thong tin vé tién sir
khdm bénh ho hap (di kham cap ctru, s dung
thudc hod hap) 1a rat quan trong, chiém trén 60%
gia tri diém goi ¥y chan doan COPD. Trong bénh
canh NTHHD, can nghi t61 CAP khi c6 6 tri¢u
chiing thuc thé (goi y moi xuét hién), sbt trén 4
ngay, thd nhanh, mach nhanh (>100l/ph). Khi nghi
ngo CAP, CRP >100mg/L la tri¢u chung gitp
khang dinh (nguoc lai khi ngudng <20mg/L gitip
loai trir).>® Trong truong hop con nghi ngd thi X
quang nguc s& 13 yéu td ho tro chan doan. Xét
nghiém vi sinh va lam céc biomarker 1a khong
khuyén cdo thuong quy cho NTHHD ngoai tri.

Khang sinh nén duoc chi dinh sém khi c6 chan
doan viém phoi. Khang sinh ciling can duoc xem
xét ngay khi c¢6 chan doan dot cap COPD néng
(hoic c6 ca 3 triéu chting ho hip gém ting kho tha,
ting dam va dam mu), c6 bénh tim di kém, tiéu
duong phu thudc insuline, nhirng roi loan than
kinh ning (thi du dot quy). ERS/ESCMID 2011*
cho rang amoxicillin 12 thudc lya chon hang dau
do d3 c6 nhiéu kinh nghiém sur dung va it nguy co
taic dung phu. Néu khong dung nap thudc,
macrolide, FQ ho hép 14 céc thudc thay thé.

Chi dinh khang sinh khong hop 1y ludn dugc dé
cap dén trong y vain NTHHD cép tinh cong dong.
Nhitng hé Iuy kéo theo bao gdm tic dung phuy, chi
phi, gia ting khang thudc.** Loi ich cta diéu trj
khang sinh trong NTHHD cong ddng khong viém
phéi con c¢6 nhiéu ban cii, nhét 1a d6i v6i viém phé
quéan cap tinh.* Cac phén tich gop do it c6 nghién
clru so sanh véi gia duoc, thiéu phén tich dudi
nhém (subgroup) do thiéu tiéu chuan dau vao
gidng nhau quan trong (nhu 5O ngay mic bénh,
bénh ddng mic, tridu ching hd hip di kém, tudi)
nén c6 thé it cho thay loi ich cua diéu tri khang
sinh.>*%% Mt khéc, loi ich khi st dung khang sinh
cho viém phé quan cép c6 thé ciing s& khong thiy
khi dwa nhém c6 nhiéu nguy co nhidém tring ra
khoéi nghién ctru.>® Mot nghién ciru danh gia viéc
xur tri khang sinh & tuyén chdm séc ban dau cho
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NTHHD ¢ Anh (niam 2004)°' nhan dinh ring
NTHHD (bao gdm: cim, viém phdi va viém phé
quan) chi dinh khang sinh ngay khi chan do4n s&
gitp lam giam nhdp vién va tr vong do nhiém
trung ho hap. Khang sinh c6 thé gidp phong céc
bién chiing & mot soO bénh nhan NTHHD. Nam
2016, trén tap chi Annals of Internal Medicine, Hji
cic Thay thuéc Lam sing My va CDC khuyén
c40%% nén diéu tri khang sinh cho nhitng truong
hop: Nghi ngd viém phdi; Viém hong do
Streptocuccus nhém A (tri¢u chlirng goi y: sung
amygdal va hong xuét tiét, sung hach viing); Viém
mili xoang kéo dai trén 10 ngay; Tri€u chirng ho
h?ip nang hodc s6t cao (>39°), xi miii ma hodc dau
ving mat kéo dai trén 3 ngay; Khoi dau véi triéu
ching nhiém virus nhung xau di sau 5 ngay. C6 18
cho dén nay day 1a nhiing huéng dan thuc hanh cy
thé nhat cho nhiém khuan ho hap cép.

£)01 voi nhiing truong hop nang, nhap vién, cac
yéu té nguy co nhiém khuan kho tri can dugc luu
y xic dinh. Trong cic yéu t6 nguy co, can luu y
tién str nhap vién, nudi dn qua xong va tinh trang
tiép xiic kém cua bénh nhan. Déi voi nhitng truong
hop c6 yeu t6 nguy co, xét nghiém vi sinh thuong
quy va dleu tri khang sinh pho rong bao vay va két
hop 14 can thiét. Khang sinh s& dugc diéu chinh tiy
theo dép ung ctia ngudi bénh va két qua xét
nghiém c6 duoc sau d6. Con lai nhitng truong hop
khac, 1a da s6, chi can diéu tri don tri liéu va khing
sinh pho hep nhu d trinh bay & trén 1a du.

Viet tat:

CAP: Viém phéi cong dbng, community-acquired
pneumonia.

CA-MRSA: Tu cdu khang methixillin nhiém tlr céng
dong, community-acquired methicillin  resistant
S.aureus.,

HA-MRSA: Tu cau khang methixillin nhiém t bénh
vién, hospital-acquired methicillin resistant S.aureus,

HCAP: viém phéi lién quan t&i cham séc y té, healthcare-
associated pneumonia,

PES: nhém céc vi khudn d&c biét nhiém tir cong déng
trong viém phdi P.aeruginosa, Enterobacteriaceae
extended-spectrum  beta-lactamase-positive  va
metbhicillin resistant S.aureus
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