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LOI CAM DOAN

T6i xin cam doan ban luan 4n tién sy nay 1a cong trinh nghién ctru thuc
su cua ca nhan toi.

Céc s liéu, két qua nghién ctru 13 trung thuc va chua ting duogc cong bd
trong bat ky mot luan an nao khac.

Cac budc tién hanh thuc hién dé tai ding nhu Pé cuong nghién cuu,
chap hanh day du cac quy dinh trong qua trinh tién hanh nghién ctu.

Néu c6 gi sai toi xin chju hoan toan trach nhiém.

Ha Noi, ngay thang  nam 2022

Tac gia

Nguyén Pang Quyét
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Sét rét- Ky sinh tring- Con tring Trung wong va Phong dao tao sau dai hoc
ctia Vién d3 tao diéu kién va dao tao toi dé tdi co duoc ludn an nay.

Vi long kinh trong va biét on siu sic, toi xin chin thanh cam on

PGS.TS. Pao Minh Tuin, PGS.TS. Bui Quang Phic 1a nhimg nguoi thay
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- Cac dong nghiép Trung tdm Ho6 hap, Khoa Vi sinh, Khoa nghién ciru
sinh hoc phan tir cac bénh nhiém trung, Khoa Sinh hoéa, Khoa Huyét hoc,
Phong Ké hoach téng hop Bénh vién Nhi Trung wong di tan tinh hd tro toi
trong sudt qua trinh hoc tap va nghién ciru.

- Nhitng bénh nhi va nguoi nha bénh nhi, da gitp toi thyc hién nghién
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Ha Noi, ngay  thang  nam 2022

Tac gia luan an

Nguyén Pang Quyét
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Tirviét tait | Tiéng Anh Tiéng Viét
AIDS Acquired Immuno Deficiency | Hoi chiing suy giam mién dich
Syndrome méc phai
CBCC-VC Can bo cong chtrc, vién chuc
CRP C protein reactive Protein C phan rng
DNA Acid Deoxyribonucleic Acid Deoxyribonucleic
ELISA Enzyme-Linked K¥ thuat mién dich gan enzym
Immunosorbent Assay
HIV Human immunodeficiency Virus suy giam mién dich &
virus nguoi
MC Moraxella catarrhalis Vi khuan Moraxella catarrhalis
MIC Minimum Inhibitory Nong d trc ché toi thiéu
Concentration
IL Interleukin Interleukin
PCR polymerase chain reaction Phan g chudi polymerase
Real-time | Real-time polymerase chain | Phan timg chudi polymerase thoi
PCR reaction gian thyc
RB Reticulate body Tiéu thé ludi
RT-PCR Reverse Transcription Phan mg chudi Polymerase sao
Polymerase Chain Reaction | ma nguoc
THCS Trung hoc co s&
THPT Trung hoc pho thong
TNF Tumor necrosis factor Yéu t6 hoai tir u
VPPC Viém phoi do phé cau
WHO World Health Organization | T6 chuc y té thé gidi
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PAT VAN PE

Phé ciu 13 nguyén nhan gay tir vong hang dau ¢ tré em trén toan thé gidi
[181], nim 2015 phé ciu giy ra khoang 12,4 triéu trudng hop viém phdi va
318.000 trudng hop tir vong & tré dudi 5 tudi [157].

Phé ciu 1a nguyén nhan giy viém phoi hang dau ¢ tré dudi 5 tudi [105],
[150], viém phdi do phé cau chiém tir 27% dén 61,7% viém phdi dugc chan
doan bang X-quang nguc [38], [62], [73]. Viém phdi do phé cau la dang ning
nhat ctia viém phoi & tré em, trén 90% viém phdi do phé cau & tré em phai
Va0 vién cap ctru [178], [179]. T vong giy ra boi viém phdi do phé cau
chiém 55,8% sb truong hop tir vong do viém phoi [85] va 81% sb truong hop
ttr vong do phé cau ¢ tré dudi 5 tudi [157].

Viém phéi do phé ciu ¢ tré em xay ra dot ngdt va ram rd, thuong sot rat
cao dung nap kém, bién doi toan trang. Ton thuong X-quang phdi xuat hién
mudn nén kho khan trong chan doan va diéu tri. Bénh xuét hién cac bién
chimg nhu viém ma mang phdi, ap xe phoi, tran khi khoang mang phoi,
nhiém khuan huyét va dan dén tir vong néu khong dugc chan doan sém va
diéu tri kip thoi [114], [174]. Phé cau ngay cang giam nhay cam va trd nén
khang hoan toan véi penicillin, dan dan xuat hién nhitng chung khang véi
mot hay dong thdi véi nhiéu loai khang sinh khac [177].

O Viét Nam, ganh nang bénh tat viém phéi con cao, xép thir 9 trong sb
15 quéc gia co ganh ning bénh tat viém phdi cao nhat nim 2008, v6i udc tinh
2,9 triéu truong hop va 0,35 dot viém phoi/tré dudi 5 tudi/ nam [139]. Phé cau
1a nguyén nhan gay viém phoi hang dau & tré em dudi 5 tudi & Viét Nam [14],
[17], [30].

Ty 1& viém phoi do phé cau & tré em va tinh trang khang khang sinh ciia
phé ciu thay dbi theo thoi gian va dia diém. Mat khac, tai Viét Nam hién nay
c6 it nghién ctru day da vé dich t& 1am sang va danh gia két qua diéu tri viém

phoi do phé cau & tré em. Do d6 chung t6i tién hanh nghién ctru tai Bénh vién



Nhi Trung wong nhiam giai dap mot sd cdu hoi sau: Dich t& viém phoi do phé
cdu & tré em c6 gi thay ddi so v6i trude day? Pac diém 1am sang, can 1am
sang viém phoi do phé cau hién nay nhu thé nao? Yéu td nao lién quan dén
tinh trang viém phoi do phé cau ¢ tré em hién nay? va diéu tri nhu thé nao voi
tinh trang khang khang sinh ctia phé cau nhu hién nay?

Chung t6i tién hanh dé tai: “Nghién ctiru mot s6 dic diém dich t& 1am
sang va danh gia két qua diéu tri cuta viém phdi do phé cau o tré em tai
Bénh vién Nhi Trung wong (2015- 2018)” nham cac muc tiéu nghién ctru sau
day:

1. Xdc dinh mét sé dac diém dich té lam sang va yéu 16 lién quan cua
tré bi viém phéi do phé cau diéu tri tai Bénh vién Nhi Trung wong (2015-
2018).

2. M6 ta dic diém lam sang, cdn lam sang va tinh khang khding sinh
ciia phé cau trén tré mdc viém phéi do phé cau.

3. Pdnh gid két qua diéu tri viém phoi do phé cdu ¢ tré em.



Chuwong 1.
TONG QUAN
1.1. Mgt s6 khai niém va thuét ngir sit dung trong nghién céu

- Viém phoi: Bao gdm viém phé quan phoi va viém phoi thuy [184].

Viém phé quan phoi: La nhitng 6 ton thuong nhu mé phdi két hop véi
t6n thuong phé quan va tiéu phé quan.

Viém phoi thuy: La sy ton thuong dong dic nhu mé mot phan thuy hay
tiéu phan thuty phoi.

- Viém phoi mac phai tai cong dong 1a viém phoi ¢ ngoai cong dong
hodc 48 gid dau tién nam vién [20].

- Pong nhiém la khi dong thoi cing mot lic ¢ tir hai mam bénh cung
phéi hop tac dong gy bénh. Khi d6 goi 1a nhiém trung hdn hop hay dong
nhiém.

- Boi nhiém

Trong khi bénh dang tién trién, chua khoi lai c6 mam bénh khac nho
diéu kién thuan loi ndo d6 ma xam nhap cing giy bénh thi goi 14 nhiém tring
thtr phat hay boi nhiém.

- Viém phéi do phé ciu don thuan

Bénh nhi mac viém phdi chi do mot tac nhan vi khuan gy viém phoi la
phé cau.

- Viém phéi do phé cau dong nhiém

Tinh trang tré mac viém phoi do hai hay nhiéu tac nhan vi sinh gay
nén, trong d6 mot tac nhan 1a phé cau.

1.2. Pic diém hé ho hap tré em
1.2.1. Céc dic diém vé gidgi phdu
- Miii va xoang
O tré nho, sy hd hap bang duong mili con han ché vi miii va khoang hau

tuong doi ngan va nhd, 16 miit va ong miit hep. Vi vay khong khi di vao



khong dugc sudi am va loc sach dﬁy du. Niém mac miii mong, min, 1&p ngoai
cua niém mac gém cc biéu mé hinh tru giau mach mau va bach huyét. Chtrc
nang bao vé niém mac cua tré nhé con yéu nén dé bi viém nhiém.

T6 chirc hang & 16p dudi niém mac mili it phat trién, phét trién manh &
tré trén 5 tudi. Cac xoang miii tré em xuét hién tir tr cing voi sy phat trién co
thé. Chi c6 xoang sang xut hién ngay khi sinh
- Hong- hiu

Hong hau tré em tuong dbi hep va ngan, c6 hinh phéu hep, sun mém va
nhan. Hong phat trién manh trong nim dau va vao tudi day thi. Niém mac
hong dugc phu bang 16p biéu moé rung hinh try. Vong bach huyét Waldayer
phat trién manh lac tré dugc 4-6 tudi cho dén tudi day thi.

- Thanh quan

C6 hinh phéu mé rong ¢ phia trén. O tré bu me, thanh quan nam & vi tri
cao hon 2 d6t séng so voi ngudi 16n. Thanh quan phat trién tir tr nhung dén
tudi day thi thi phat trién manh
- Khi quan

Niém mac khi quan nhin, nhiéu mach mau va twong d6i khé do céc
tuyén ctia niém mac chua phat trién. Sun khi phé quan mém, d& co gian.

- Phé quan

Nhanh phé quan phai tiép tuc hudng di cua khi quan va rong hon phé
quan trai nén di vat dé roi vao hon. Nhanh phé quan trai di sang mot bén va
nho hon phé quan phai.

- Phoi

+ Phoi tré em 16n dan theo tudi. O tré so sinh phdi chi ning khoang 50-
60 gr. Khi tré 6 thang tudi, trong lwong phdi ting gap 3 1an, va dén 12 tudi thi
tang gap 20 lan.

+ Thé tich phoi ting nhanh theo tudi: so sinh 1a 65ml, dén 12 tudi ting

1én 10 1an.



+ Kich thuéc phé nang va dién tich ho hip ciing ting nhanh. O tré so
sinh 12 6 m?, & nguoi 16n 13 50 m%

+ Tir so sinh dén 8 tudi, phdi phat trién chu yéu bang ting sb luong phé
nang. Ttr 8 tudi tré di chii yéu do su ting kich thudc ciia phé nang.

+ Pic diém phé)i tré em c6 nhiéu mach mau va bach mach, nhiéu co tron,
it t6 chure dan hoi, dic biét 1a quanh cac phé nang va thanh bach mach. Cac co
hé6 hap chua phat trién hoan chinh nén 16ng nguc di dong kém.

- Ron phoi

Gom phé quan gbc, thin kinh, mach mau va nhiéu hach bach huyét.
Nhiing hach nay lién hé véi cac hach khac & phoi.

- Long nguc

Long nguc tré so sinh twong dbi ngén, ¢6 hinh try, dudng kinh trude- sau
hau nhu bang dudng kinh ngang. Xwong suon nam ngang va thang goc voi
cot song, co hoanh nam cao va co lién suon chua phat trién day du. Do dic
diém nay khi tré hit vao, 16ng nguc khong thay d6i may va do d6 ciing giai
thich dugc tai sao tré nhé thd chii yéu bang co hoanh. Khi tré biét di, 16ng
nguc co su thay d6i. Cac xuong sudn chéch xudng dudi, duong kinh ngang
tang nhanh va gip 2 1an duong kinh trude- sau.

1.2.2. Cdc ddic diém sinh ly

- Nhip thé: O thoi ky so sinh, do trung tdm ho hap chua hoan chinh nén nhip
tho dé bi r6i loan voi nhirng con ngimg thd ngan va thé lac nhanh lic cham
Itc nbng ldc sau.

Tan sb tho binh thuong ¢ tré em giam dan theo tudi:

So sinh: 40- 60 lan/phut.

3 thang: 40- 45 lan/phut.

6 thang: 35- 40 lan/phit.

1 tudi : 30- 35 lan/phut.

3tudi: 25- 30 lan/pht.



6 tudi: 20- 25 lan/phit.
- Kiéu thé

So sinh va b me: thé bung 1a chu yéu.

Tré 2 tudi: thd hdn hop nguc va bung.

Tré 10 tudi: tré trai tho bung tré gai thd nguc.

- Qua trinh trao ddi khi & phdi

Qua trinh trao doi khi ¢ phdi cta tré em manh hon & nguoi 16n. O tré
dudi 3 tudi luong khong khi hit vao trong 1 phit theo don vi trong luong co
thé nhiéu gap doi va ¢ tré 10 tudi nhiéu gap hon 1,5 1an so véi ngudi 16n. Bé
dam bao cho nhu cau oxy cao, bd may ho hip cta tré em c6 mot sd co ché dé
bu la thd néng va thd nhanh hon.

- Piéu hoa hd hip

Co ché diéu hoa ho hép ¢ tré em ciing tuan theo nhimng qui luat sinh 1y
nhu nguoi 16n. Nhitng cir dong ho hap déu do trung tdm ho hap diéu khién co
tinh ty dong va nhip nhang. O tré so sinh va tré nho, trong may thang dau, vo
N30 va trung tdm ho hap chua phét trién hoan toan nén tré dé bi réi loan nhip
thd

Két luan:

+ Diéu kién ho hap caa tré em tuong d6i kho khan hon nguoi 1on, trong
khi nhu cu oxy doi hoi cao hon nén tré em dé bi thiéu oxy.

+ Do to chtc phéi chua hoan toan biét hda, it t6 chire dan hoi, nhiéu
mach mau va bach huyét nén dé bi xep phdi & tré nho, réi loan tuan hoan phoi
va qua trinh trao doi khi.

+ Do nhiing dic diém giai phau, sinh li nhu trén nén tré em, nhét 13 tré

nho, d& bi mac cac bénh dudng ho hip, dac biét 1a viém phoi.



1.3. Pic diém dich t& bénh viém phéi do phé ciu ¢ tré em
1.3.1. Ty 1é mdc
1.3.1.1. Trén thé gidi

- O céc nudc dang phat trién: Nghién ciru tién ctru, da trung tim, bénh
chung, thuc hién tir thang 5 nam 2010 dén thang 6 nam 2014 cua Mang ludi
GABRIEL, xac dinh cac vi sinh vat lién quan dén viém phéi & tré em <5 tudi &
cac nudc dang phat trién va méi ndi ¢ ty 18 bao phu véc xin lién hop phé cau
thép: Campuchia, Trung Quéc, Haiti, An D9, Madagascar, Mali, Mong Co va
Paraguay. Ty 1é gay bénh quan thé diéu chinh (adjusted population attributable
fraction: aPAF) cia phé cau 1a cao nhét, chiém 42,2% (35,5% —48,2%)
[49]. Hsin Chi va cong sy (2020) tai Pai Loan, nghién ctru viém phdi ¢ tré em
tir 6 tudn dén 18 tudi bang cay méu, cdy dich mang phoi va PCR dich mang
phéi, thay rang phé cau la nguyén nhan gy bénh hang dau, chiém 31,6% [68]

- Ty 1& viém phoi do phé cau chiém 25 % & nhiing nudc phét trién [123],
ty 1& nay thay déi tiiy theo nghién ctru: Trong nghién ctru viém phdi do phé cau
dwa vao cdy mau ty 1& nay chi chiém 15-20 %, nhung trong nghién ctru dua vao
xét nghiém huyét thanh thi ty 1¢ viém phdi do phé cau chiém 35-40% [178].
1.3.1.2. Tai Viét Nam

O nuéc ta, cho dén nay chua c6 s6 liéu vé ty 18 mic viém phdi do phé cau &
tré em trén toan qudc. Nghién ctru cta cic tac gia tién hanh trong nhimg thoi
gian va dia diém khac nhau déu cho két qua phé cau 1a nguyén nhan dau tién gay
viém phoi ¢ tré em duéi 5 tudi. Theo Tran Minh Phung va cong su (1994), Ty 18
viém phdi do phé cau chiém 62 % [17]. Nguyén Van Bang (2009), nghién ctru
tai khoa Nhi Bénh vién Bach Mai cho thiy phé cau chiém 58,8% trong tong sd
xét nghiém duong tinh [4]. Theo Pao Minh Tuan va cong su (2012), nghién ciru
can nguyén va mirc 4o khang khang sinh cua vi khuan gay viém phéi tré em tir 1
thang dén 5 tudi, viém phoi phé cau chiém ty 1& cao nhat 31,3% [27] va Pao

Minh Tuén va cong su (2013), nghién ctru tai khoa ho hap Bénh vién nhi Trung



wong, ty 1& viém phdi do phé cau chiém 32,5 % trong sb cac nguyén nhan do Vi
khuén [26]. Theo Lé Hong Hanh va Cs (2013), nghién ctru vé viém phdi thiy &
tré em tir 2 tudi dén 15 tudi tai khoa H6 hap Bénh vién nhi Trung wong thiy phé
cau 1a nguyén nhan tha 2 sau Mycoplasma pneumoniae, chiém 18,33 % [9].
Theo Pham Thu Nga va cong su (2014), nghién ctru viém phéi 0 tré em tai Bénh
vién Nhi Thanh H6a nim 2012, phé cau chiém 24,5% [14]. Theo Pinh Thi Yén
va cong su (2015), nghién ctru viém phéi thily & tré em tai Bénh vién Tré em Hai
Phong, phé cau chiém 50% [30]. Theo Hoang Ngoc Anh va cong su (2017),
nghién ctru viém phdi thily ¢ tré em tai khoa H6 hap Bénh vién Tré em Hai
Phong, phé cau chiém 60% [1].
1.3.2. Phan bé bénh
1.3.2.1. Phén bé theo viing dia Iy

- Trén thé giéi: Theo WHO (2015), tin suat mac viém phdi do phé cau ¢
tré em dudi 5 tudi trong 100.000 tré trén toan cau 1a 1356 trudong hop, trong
d6 cao nhat 1a & Pong Nam A (2432), Chau phi (1505), Pong Pia trung hai
(1214), Tay thai binh duwong (831), Chau My (342), thap nhat 1a Chau Au
(187) [156].
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Hinh 1.1: Phan b viém phoi do phé cau trén toan cau [197]



- O Viét Nam: Chua c6 nghién ctru vé viém phoi do phé cau & tré em
trén pham vi toan qudc. Tuy nhién, qua nghién ciru vé nguyén nhan viém phoi
& tré em thdy ty 1& viém phdi do phé cau khac nhau tuy theo ting dia diém va
thoi gian nghién ctru: Tién Giang (62%) [17], Can Tho (18,9%) [18], Bénh
vién Bach Mai- Ha Noi (58,8%) [4], Bénh vién Nhi Trung wong- Na Noi
(31,3%) [27]. Bénh vién Tré em Hai Phong (60%) [1].
1.3.2.2. Phdn bé theo thing, mia trong ndam

Viém phoi do phé cau ¢ tré em hay gap nhat trong mia dong (mua lanh),
tir thang 10 dén thang 1 nam sau, giam dan vao mua xuén. Thoi gian nay c6
su gia ting hoat dong caa virus cim va virus hop bao hd hap, diéu nay lién
quan c6 ¥ nghia dén sy gia ting ty 1& mac bénh viém phoi do phé cau xam
nhap & tré em [185]
1.3.2.3. Tuéi mdc bénh

Viém phéi do phé cau khuan gap & tat ca cac do tudi nhung chu yéu gap
& tré dudi 2 tudi sau d6 giam dan [177].
1.3.2.4. Gioi tinh

Tré trai c6 ty 16 méc cao hon tré gai [122], [173].
1.3.3. T4c nhan gay bénh: Phé cau (Streptococcus pneumoniae)

- Vi tri va phan loai phé cau

Gidi: Bacteria

Nganh: Firmicutes

Lop: Bacilli

B0: Lactobacillales

Ho: Streptococcacceae

Gidng: Streptococcus

Loai: Streptococcus pneumoniae

- Hinh théi hoc va cau truc cua phé cau.



10

Phé cau la song ciu khuan Gram duong c6 dang hinh trimg, hinh ludi
méc hay hinh ngon nén, khong di dong, kich thudc 0,5 dén 1 pm. Phé cau c6
16p v6 polysaccarid, dic trung theo tip 1a yéu td quyét dinh khang nguyén va
doc lyc cua vi khuan [177].

- Pic diém hoa sinh cua phé cau.

Phé ciu nhay cam véi optochin va tan trong mudi mat, day 1a hai dic
tinh co ban dé phan biét phé ciu vai céc lién cau tan huyét khac [12].

- Bic diém nudi cdy cta phé cau

Phé cau 1a vi khuan hiéu- yém khi tiy tién, 13 vi khuan kho nuéi cay nén
moi truong nudi cdy can bd sung thém céc yéu td ting truong. Do pH tdi wu
la 7,8, nhiét do tir 20°C- 42°C, tdi uu tir 35°C- 37°C. Trén moéi truong thach
mau voi khi trudng c6 5% CO,, & nhiét 6 37°C vi khuan phé cau phat trién
t6t. Khuan lac dién hinh c6 hinh tron sang bong va uét do c¢6 vo, vo cang day
thi khuan lac cang 16n [189].

- Cac yéu tb doc luc ctia phé cau

+ Lép vo: Vo phé cau 1a polysaccarit ¢6 thanh phan phtc tap, dic hiéu theo
tip, 13 co s& dé phan tip huyét thanh, hién nay da nhan dang duoc 100 tip huyét
thanh [83]. V6 1a yéu té doc luc chinh nhd vao céc chirc ning giup phé cau thoat
khoi 16p mang nhay miii, tc ché qua trinh thuc bao cua cac té bao mién dich,
thoat khoi bay ludi ciia bach cau trung tinh, ngin chin su nhan biét vi khuan bai
cac thy thé va bo the, giup vi khuan bam dinh, phat trién va gay bénh [58]. Phé
cau c6 kha ning bién d6i vo nang nhd dot bién gen tong hop v nang
polysaccarit dudi ap luc cua khang sinh va véc xin [65].

+ Vach vi khuan: Phé cau la vi khuan Gram (+) c6 vach day bao gom
peptidoglycan, a Xxit teichoic va a xit lipoteichoic, vach c6 vai tro bao vé, duy tri
hinh dang té bao, ting trudng va phan chia t& bao ciing nhu twong tac véi cac

thanh phan cta vat cha [154].
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+ Pneumolysin: La doc td quan trong trong co ché sinh bénh cua phé cau,
nam trong té bao chat cuia phé cau, dugc giai phong do qua trinh ly giai té
bao. Pneumolysin lién két véi mang chira cholesterol, tao thanh cac 15 trén
mang té bao va lam ly giai té bao chu. Pneumolysin cé vai tro thuc day su
hinh thanh mang sinh hoc, 1am giam su thanh thai vi khuan ciia chat nhay, can
tré hé théng mién dich cua vat chi. Pneumolysin diéu chinh hé théng bo thé,
lam giam qué trinh thuc bao ctia cc t& bao mién dich, 1a mot doc t gay viém
lam ton thuong té bao vat chu, diéu chinh san xuat cytokin va chemokin [95],
[103]. Pneumolysin con giy ton thuong DNA bang cach gay ra dit giy DNA
so1 kép do tao ra cac kénh ion lam r6i loan né)ng dd canxi cua té bao, dan dén
san xuat qua muc cac loai oxy phan ting ndi bao gy ton thuong gen va giy
chét té bao [136].

+ Autolysin: La enzym tham gia vao qua trinh tu phan giai caa vi khuén,
giai phong pneumolysin, axit teichoic va cac thanh phan khéc tir bén trong té
bao [58].

+ Protein bé mit: Phé cau c6 nhiéu loai protein bé mit hoat dong nhu
chat két dinh vé6i té bao vat chu va can tro hé théng mién dich cta vat chu,
dac biét 1a hé théng bo thé. Cac protein bé mat phé cau duoc phan loai thanh
bén nhom: Cholin Binding Proteins (CBPs), lipoprotein, protein khong co
dién va protein lién két vach vi khuan.

Choline Binding Proteins (CBPs): Nhitng protein nay c6 kha nang lién
két véi phosphorylcholin trén vach phé cau giup két dinh voi té bao chi, ngan
chan su kich hoat cuia hé théng bo thé va lam giam kha nang loai bo mam
bénh ciia cic globulin mién, bao gém protein bé mit phé cau A (PspA),
protein bé mit phé cau C (PspC), LytA, LytB, LytC, CbpF, CbpD, ChpG,
Chbpl, CbpJ, CbpK, CbpL, CbpM va CbpN. [117].

Lipoprotein: 1a cac protein can thiét cho qua trinh van chuyén co chat.

C6 khoang 50 lipoprotein da dugc biét chia thanh bén loai: chit két dinh bé
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mit phé cau A (PsaA), chat thu nhén sit cta phé cau A (PiaA), chét hap thu
sat ciia phé cau A (PiuA) va chat van chuyén sat ctia phé cau khuan (PitA)
[50].

Cac protein lién két vach vi khuan: Neuraminidase 1a mot protein lién két
véach vi khuan va c6 chtc ning phan cat axit sialic khoi glycoprotein, hoat
dong nay dan dén loai bo axit sialic khoi lactoferrin, can trd tac dung diét
khuan cta lactoferrin. Neuraminidase duoc tiét ra tir phé cau va tham gia vao
qua trinh bam dinh va xam 1an cua phé cau vao vat chi [53].

Céc protein bé mit khong co dién nam trén bé mit ctia phé cau, khong co
hinh mau ¢é dinh mang va khong cé peptit din dau, c6 chirc nang nhu chét
két dinh, lién két véi cac phan tir vat chu, thic ddy su xdm nhép té bao chu
ctia phé cau [133].

+ Long (Pili): Pili nam trén bé mat cua phé cau gilp gin két phé cau trén
cac té bao bieu md vom hong va phoi, giup vi khuan tranh dugc su thuc bao
ctia cac té bao mién dich vat chi. Cac nghién ctru d chi ra rang phé cau c6
16ng gy ra phan tng voi yéu t6 hoai tir U cao hon so véi loai khéng cé 16ng
[45].

+ Hydrogen peroxide (H,0,): Chi cac chung c6 hoat tinh pyruvate
oxidase moi c6 kha nang tiét ra hydrogen peroxide, giy ton thuong DNA vat
cha, hydrogen peroxide ciing c6 tac dung diét khuan nhung khong anh huéng
dén phé cau do d6 phé cau st dung diéu ndy dé giam sy phat trién cta vi
khuan canh tranh véi n6 [137].

+ Protease Immunoglobulin Al: la enzym c6 tic dung phan huy
Immunoglobulin A1 (IgA1) 1a mét dang dong phan cua IgA, 1am giam ving
tac dong cua IgA lién két cua chudi ning va can tré viée tiéu diét vi khuan boi
cac khang thé nay [98].

+ Cac dao gay bénh (Pathogenicity islands: PAIS): 14 nhiig phan cta bo
gen phé cau thu nhan thong qua chuyén gen ngang [78]. PAI c6 thé ma hoa
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cac hé thong hip thu sét va cac protein lién quan dén qué trinh gan két té bao
[140], PAI thuc day su bién doi di truyén & cac loai va diéu nay c6 thé anh
huong dén cac muc tiéu diéu tri va vic xin hién tai [58].

+ Mang sinh hoc (Biofilms): 13 cac cong dong té bao phé cau tap hop c6
t6 chirc dugce bao quanh bdi mot chat nén ngoai bao gdm céc polysaccharid
gin vao cac bé mit 16p biéu mo hodc niém mac. Chat nén ngoai bao ¢ vai tro
bao vé va ting cuong doc luc ciia phé cau [66]. Mang sinh hoc dugc hinh
thanh trong diéu kién khac nghiét dé dam bao su ton tai ciia vi khuan. Trong
mang sinh hoc, toc do chuyén gen theo chiéu ngang ting 1én do sy gan nhau
cta té bao [67],[79]. Mang sinh hoc cta phé cau khong bi tiéu diét hiéu qua
trong qué trinh diéu tri khang sinh [165], n6 c6 thé thoat khoi cac phan g
mién dich cta vat chu [82].

1.3.4. Cac khang sinh tac dung trén phé cau trong diéu tri viém phi
1.3.4.1. Co ché tac dung ciia khdang sinh

- Khang sinh tac dong 1én vach phé cau

+ Béta lactam: Gan véi cac protein lién két vai penicilin (penicillin-
binding proteins: PBPs) la cac enzym (D-D carboxypeptidases,
transpeptidases) duogc sir dung dé tao cau ndi peptid cta peptidoglycan, va do
d6 s& lam cho qua trinh téng hop peptidoglycan ngimg lai.

+ Glycopeptid: Tac dong lam ngimg tong hop peptidoglycan bang cach
tao lién két voi dau D-Ala-D-Ala, ngay sau khi peptapeptide disaccharide
dugc giai phong khoi mang té bao chat nhd chat van chuyén lipid.

- Khéang sinh tac dong 1én mang phé cau

+ Daptomycin: Tich hop dan vao mang va tao ra sy khtr cuc nhanh do 1o
ri kali, gay rdi loan chirc ning té bao.

- Khéng sinh tac dong 1én tong hop protein
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Qua trinh tong hop protein duoc din ra tai ribosom, gdm hai tiéu don vi:
tiéu don vi 30S (16S rRNA + 21 protein) va tiéu don vi 50S (23S rRNA va 5S
+ 34 protein)

+ Macrolid: do kich thuéc 16n nén chung dugc diat ¢ dau duong ham cia
peptit dugc hinh thanh va do d6 chin chudi peptit. Ribosom phan ly khéi
peptit dang phat trién

+ Cyclin va tigecyclin: (rc ché tong hop protein bang cach lién két véi
tiéu don vi 16S, gan vi tri giai md (vi tri “A”) lam ngan chin kha ning tiép
can vi tri "A" cia tRNA

+ Linezolid: tao lién két véi tiéu don vi 23S rRNA, tai vi tri gidi ma (vi
tri "A"), gay can tré sy dinh vi ctia tRNA tai vi tri "A" va ngan chan qué trinh
giai ma.

- Thubc khéang sinh tac dong trén tong hop axit nucleic

+ Quinolon tac dong vao trung tdm cua cac tiéu don vi do d6 ngin can
hoat dong cua cac enzym.

+ Rifampicin: chan RNA polymerase tham gia sao md DNA thanh RNA

+ Sulfamethoxazol-trimethoprim: Hoat dong ngugc dong trong qua trinh
tong hop axit nucleic. Sulfamethoxazol hoat dong nhu chat e ché canh tranh
trén dihydropteroate synthetase trong khi trimethoprim hoat dong trén
dihydrofolate reductase
1.3.4.2. Mirc @6 nhay cdm véi khang sinh ciia phé cau

- Nong do @e ché t6i thiéu (MIC: Minimum Inhibitory Concentration):
1a ndng d6 nho nhat cua khang sinh e ché bat ky su phat trién c6 thé nhin
thay duoc clia mot ching vi khuan sau 20 + 4 gio nudi cdy 6 35°C +2°C.
Gia tri nay dic trung cho tac dung kim khuan ctia mot loai khang sinh va giup
xac dinh li¢u mot chung c6 nhay cdm hodc khang véi khang sinh dugc thi

nghiém hay khong.
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- Néng d6 diét khuan téi thiéu (BMC: Minimum Bactericidal
Concentration): 14 nong d6 khang sinh nho nhét dé lai khong qua 0,01% so
lwong sdng sot cta vi khuan cdy ban dau sau 20+ 4 gio nudi ciy & 35°C+ 2°C.
Gia tri nay dic trung cho tac dung diét khuan cua khang sinh. Nguoi ta coi
rang néu CMB < 4 MIC, khéang sinh c6 tac dung diét khuan va rat hiéu qua,
nguoc lai, néu CMB> 10 MIC, kém hiéu qua va chi co tdc dung kim khuan.

- Dugc dong hoc (pharmacokinetic: pK): Cac loai khang sinh ¢6 hoat
tinh diét khuan theo hinh thic phy thudc thdi gian hoic phy thudc nong do.
Nhitng hinh thiérc nay rat quan trong vi ching s& xac dinh tan suét sir dung
trong ngay, dang bao ché va dudng dung cua khang sinh.

+ Hinh thirc phu thude thot gian

Cuong do diét khuan twong quan voi thoi gian ma ndng d6 khang sinh
vuot qua MIC. Trong trudng hop nay, tac dung diét khuan cham va thuong it
rd rét, phu thudc chu yéu vao thoi gian tiép xtc véi vi khuan. Py 1a co s
cho cach ding khang sinh I chia 1am nhiéu lan hodc lién tuc dbi voi khang
sinh phy thudc vao thoi gian. Cac khang sinh thudc nhém nay bao gom beta-
lactam, glycopeptid.

+ Hinh thurc phu thudc néng do: Néng d6 khang sinh cang cao khi c6 mat
vi khuan thi kha nang diét vi khuan cang 16n. Hiéu tng nay dién ra kha nhanh
va viéc thu dugce ndng do cao trong co thé c6 ¥ nghia quyét dinh. Pay 1a co sé
cho cach dung khang sinh mot 1an trong ngay ddi véi khang sinh phu thudc
vao nong do. Céc khang sinh bao gdbm aminoglycosid va fluoroguinolon.

- Kha ning nhay cam ctia phé cau: Dua vao MIC va diém ngat pK/pD ma
Vién tiéu chuan lam sang va phong thi nghiém (Clinical and Laboratory
Standards Institute : CLSI) chia kha ning nhay cam ctia phé cau thanh 3 murc

do 1a nhay, trung gian va khang [194].
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Bang 1.1: Piém ngit pK/pD ciia phé cau [194]

Khang sinh DPiém ngdt pK/pD (ug/l)

Nhay Trung gian Khéang
Penicillin G (kh6ng viém mang nao) <2 4 >8
Penicillin V <0,06 0,12-1 >2
Amoxicillin (khéng viém mang nao) <2 4 >8
Cefotaxim (kh6ng viém mang néo) <1 2 >4
Ceftriaxon (khdng viém mang néo) <1 2 >4
Azithromycin <0,5 1 >2
Clarithromycin <0,25 0,5 >1
Erythromycin <0,25 0,5 >1
Clindamycin <0,25 0,5 >1
TMP/SMX <0,5/9,5 1/19-2/38 >4/76
Rifampycin <1 2 >4
Chloramphenicol <4 - >8
Tetracyclin <1 2 >4
Vancomycin <] - -
Linezolid <2 - -
Levofloxacin <2 4 >8
Ofloxacin <2 >

1.3.5. Co ché bénh sinh cia bénh viém phéi do phé cdu
1.3.5.1. Pdp iing mién dich ciia co thé véi phé cdu

- Pap tng mién dich ty nhién

+ Té bao biéu md niém mac dudng hd hap: Té bao biéu md tao thanh
hang rao bao vé duong hd hap chéng lai phé cau [199]. Céc té bao biéu mé
duoc goi 1 té bao tua tiét ra chat nhay [162]. Ngoai ra, cac té bao biéu md cé
l6ng mao hoat dong dong thoi véi chat nhay dé don sach mam bénh, qué trinh
nay duoc goi 1a thanh thai niém mac [187]. Mot khi mam bénh bi mac ket

trong chat nhay, cac nhung mao s& di dong lién tuc tao ra lan séng mét chiéu
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dé dua mam bénh va chat nhay dén miéng, tong mam bénh ra ngoai bang cach
ho hoac nuét [187]. Céc té bao biéu mo duong hd hap cé kha niang thu hut cac
té bao khac bang céch san xuit va giai phong cytokin va chemokin. Ching
cling c6 thé truc tiép tiéu diét phé cau bang céch tiét ra cac peptit khang khuan
nhu defensin, apolactoferrin va lysozyme [162]. Apolactoferrin c6 1ap sét va
ly giai phé cau. Lysozyme ly giai vi khuan va hoat dong nhu mot chat diét
khuan [39].

Tré bu me gap kho khan véi sy thanh thai cua niém mac do cac tuyén
du6i niém mac chua truéng thanh, cac té bao tiét biéu md bé mat va sé luong
té bao biéu mé it nén thanh thai niém mac kém [159]. O nguoi cao tudi, cing
véi su 180 hoa, sy thanh thai niém mac bi suy giam, vai viéc giam mucin va
tan s6 nhu dong ctia nhung mao cham hon [89]. Mt khac, cac yéu té doc luc
ctia phé cau 1am phan hay chat nhay va 1am cham qua trinh tiém mao [193].

+ Thuc bao:

Bach cau trung tinh: C6 ty Ié cao nhat va thuong 14 té bao dau tién di
chuyén dén viing nhiém tring. Bach cau trung tinh I1a céc té bao thyc bao tao
ra cac hat, pha v& vach vi khuan va tiéu diét ching [107]. C6 hai loai hat
chinh duoc tao ra bgi bach cau trung tinh bao gom hat so cip va hat tht cap,
khac nhau tly theo thoi gian hinh thanh va su truong thanh cua bach cau
trung tinh [199]. Hat so cip bao gom céc chat khur khuan va hat tha cap bao
gom cé&c enzym can thiét cho qua trinh tiéu hoa nhu lysosom. Bach cau trung
tinh c6 kha ning bay phé cau ngoai bao bang cach sir dung cac soi ngoai bao
duogc tao thanh tir DNA [84]. Pap ung cua bach cau trung tinh thay di theo
tudi cua tré, ¢ giai doan so sinh tré it duoc bao vé bai bach cau trung tinh do
chic ning diét khuan kém, hoat dong thuc bao bi suy giam, phan ung thap
V6i c4c tin hiéu viém va giam kha niang diéu hoa hoa hoc [128]. Theo tudi,
hoat dong cua bach cau trung tinh dugc cai thién va ting cudng & ngudi tré

tudi nhung sau d6 suy giam dan theo su 140 hoa [86], [143].
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Pai thuc bao: dai thuc bao c6 ngudn gbc tir bach cau don nhan va c6
chtrc nang thuc bao, hap thu va truc tiép tiéu diét phé cau [199]. Cac dai thuc
bao cd kha ning thu hit cac té bao mién dich khac nhu bach cau trung tinh
théng qua cytokin [41], loai bo cac bach cau trung tinh da chét [88]. Cac dai
thuc bao thuc bao cac té bao dd duoc opsonin hda bai hé théng bo thé va céac
thu thé Fey [191]. Su hoat hoa dai thuc bao khi c6 mat caa phé cau phu thudc
vao cé4c thu thé nhan dang mam bénh (pattern recognition receptor: PRR)
[191].

Tré mai sinh, mirc do dai thuc bao thap véi biéu hién suy giam kha nang
thuc bao [144]. Trong vong vai ngay sau khi sinh, mirc d6 va chirc nang cua
dai thuc bao dugc cai thién dé dat dén muc caa nguoi trudng thanh [86].

Té bao CDi4: La thu thé nhan dang mam bénh vi né nhan ra axit
lipoteichoic va c4c thanh phan khac cua vach té bao [36]. CDy, hoat dong
bang cach tuong tac voi cac thy thé nhan dang mam bénh khac dé truyén tin
higu [74].

+ C4c dap \rng mién dich bd sung

Cac chemokin va cytokin: 1a c4c chat duoc giai phong bdi cac té bao
mién dich dé hudng cac té bao mién dich khac dén cac md bi nhiém bénh
[41]. Ngoai viéc thu hat cac té bao, ching con thiic day qua trinh viém
[41]. TNF-a 1 cytokin tién viém, trc ché su phat trién va xam lan cta phé cau
[152]. TNF-a va IFN-y cung ting cuong kha ning loai b6 mam bénh bang
cach kich hoat cac té bao thuc bao. TNF-a duoc tao ra tir té bao lympho T,
bach cau don nhén va dai thyc bao [120].

Thé gay viém (Inflammasome): 13 mot phirc hop protein bao gdm mot
protein cam bién va mot protein lién quan dén qua trinh chét té bao [46]. Thé
gay viém diéu hoa san xuat cytokin [135]. Thé gay viém c0 vai tro xac dinh
nhiém tring phé cau, kich hoat cac dai thuc bao va tuong tic truc tiép voi

pneumolysin trong qua trinh nhiém trang phé cau [191]. Pneumolysin c6 thé
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truc tiép kich hoat thé gdy viém [124], va khi duoc kich hoat, cac thé gay
viém tiét ra IL-1B va IL-18 [163]. Mic du cac thé gay viém co thé hd tro viéc
nhan biét mam bénh, nhung viéc kich hoat cac thé gay viém s& thiic ddy qua
trinh viém va diéu nay c6 thé gay hai cho vat chu [135].

Hé thong bo thé: gdom mot tap hop cac protein ¢ trong lugng phén tir
thap gitp ting cudng kha ning cta cac khang thé va té bao thuc bao dé loai
b6 vi khuan va cac t& bao bi hu hong [199]. Nhing protein nay cé thé danh
dau cac khang nguyén va té bao bang cach opsonin [198].

Protein trong huyét thanh giai doan cap tinh [186]: Ba protein chinh
da duoc nghién ciru va c6 lién quan dén nhiém tring phé cau bao gdm protein
phan tng C (CRP), protein amyloid trong huyét thanh (SAP) va lectin lién két
mannose (MBL). Nhitng protein nay c6 tic dung lam gidm bét nhiém trung,
nhén ra va lién két voi cac bé mit vi khuan.

- Pap mg mién dich dich thé: IgA dic hiéu véi phé cau co6 mat & ving
niém mac cua mili va hong sau khi nhiém phé cau, 6 vai tro kiém soat nhiém
trung [167]. IgA tiét rat quan trong trong viéc opsonin hoa phé cau va thic
day qua trinh thyc bao [125]. Mat khac, bd thé (C3) kich hoat cac té bao
lympho B. Sau khi bi kich thich boi khang nguyén, cac té bao B non biét hoa
thanh céc té bao lympho B nh¢ chira IgM. Sy chuyén ddi 16p nho sy tro gitp
ctia té bao lympho T, t& baolympho B sip xép lai gen globulin mién dich dé
tao ra cac globulin mién dich nham loai bé nhiém tring [167]. O tré bu me, té
bao lympho B dép tmg han ché véi khang nguyén do sy biéu hién thap cia
cac dong thy thé [144]. Sau khi sinh, cac khang thé IgG cua me bao vé tré cho
dén 27 ngay tudi [42]. Khi cac khang thé tir me di can kiét, kha nang tu bao
vé cua tré bang cachtao khang thé chwa 6n dinh cho dén hai tudi
[193]. Nguoc lai, IgM da duoc phat hién ¢ tré so sinh sau khi nhiém va mang
phé cau [193]. Khi tai nhiém phé cau sé& thiic day san xuat khang thé tuong tu

nhu tac dung ting cudng trong vic xin [87].
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- Pap tng mién dich t& bao: Trong nhiém trung phé cau khuén, té bao
CD4 * duogc kich hoat théng qua cac phan tir dong kich thich va té bao trinh
dién khang nguyén. Sau khi dugc kich hoat, cac té bao T ho tro (Th) bi¢t hoa
thanh cac té bao Th1 va Th2. Té bao Thl kich thich phan Gng mién dich qua
trung gian té bao bang cach san xuét cac cytokin nhu interferon-gamma (IFN-
v), kich hoat va tuyén dung cac té bao mién dich khac nhu dai thuc bao. Té
bao Th2 giai phong cytokin IL-4 va tao diéu kién cho phan tmg mién dich
dich thé bang cach tuwong tac voi t& bao B va hd trg san xuat khang thé
[201]. Té bao T gay doc té bao truc tiép tiéu diét cac t& bao bi nhiém bénh
[198]. Khi kich hoat céc té bao T va B, chiing c6 thé biét hoa thanh cac té bao
B va T nhé c6 kha ning ddo thai phé cau nhanh hon khi tai nhiém. Tuong tu,
té bao T diét tu nhién rat quan trong dé loai bo phé cau [152]. Th17 va té bao
T diéu hoa co vai trd rit quan trong ddi véi bénh nhiém tring do phé cau
khuan. Té bao Th17 giai phong cytokin IL-17 1a chat gay viém. IL-17 can
thiét dé tuyén md va kich hoat cac dai thue bao, bach ciu don nhan va bach
cau trung tinh dén cac vi tri nhiém trung va thiic day qua trinh thanh thai phé
cau [93]. O tré bt me, té bao lympho T dap tng kém véi cac khang nguyén la
vi su tiép xtic cua chung véi cac khang nguyén khong phai ciia me di bi han
ché trude khi sinh [144]. Pap tng ciia Th2 1éch véi cac khang nguyén la, thay
vao do, tré bu me quan thé té bao T-yd tao ra IFN-y, dé cung cép phan tmg
loai Th1 [144]. Qué trinh chuyén d6i 16p xay ra khdng hoan toan ddi vai cac
globulin mién dich. Véi sy phat trién cua tré, cac té bao dap ung mién dich
thir phat truong thanh, phat trién tri nhd va chéng lai su xam nhap cta phé
cau, 1am cho ty 1& nhiém phé cau giam [58].
1.3.5.2. Co ché bénh sinh

Phé cau khu tra khéng c6 triéu chimg & miii hong 1a diéu kién tién quyét
ctia viém phoi do phé cau & tré em, khi viém niém mac miii hong do virus lam

tang mat do khuan lac cta phé cau, boc 10 cac thu thé biéu mo duong ho hép
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tao diéu kién cho phé cAu bam dinh va pha vo tinh toan ven cua biéu mod
duong ho hap. Mot sb yéu td doc luc giup phé cau bam dinh, xAm nhap va né
tranh mién dich [181], 1am giam kha ning cua hé théng mién dich cta vat chu
trong viéc loai bo vi khuan va thuc day sy xAm nhap cta phé cau [99]. Khi vat
chu khong thé loai bo phé cau sau khi xam 1an duong ho hap trén, vi khuan sé
nhan 18n, pha v& hé thuc vat khong gy bénh thuong xuyén cta hé ho hip
[147], phé cau di chuyén dén phoi va gay viém phoi.

Trong cac md ta cd dién, ton thuong phoi do phé ciu 13 viém phdi thuy,
c¢6 bon giai doan dan xen bao gom: Xung huyét, gan héa do, gan hda xam va
lui bénh. Khi viém phdi phat trién, cdc mao mach phé nang bi xung huyét day
dic, 1am cho phé nang c6 hinh dang hat cuom. Huyét thanh va vi khuan c6
trong phé nang. Sy cing lén cia mao mach tao thanh mau dé nhu gan bao
gém hé)ng cau, bach ciu trung tinh va dai thuc bao di tr mao mach qua to
churc k€ vao phé nang. Khi dich tiét tich tu trong phé nang, cdc mao mach bi
nén lai, ham lugng héng cau giam va ham lugng bach cau tang 1€n, tao ra hi¢n
tuwong gan hda xam. Tiép theo 1a giai doan lui bénh néu céc té bao vat chi tiéu
diét duoc phé cau. Mic du biéu hién viém tdi cép duoc thé hién qua bon giai
doan nay nhung thuong khéng ¢ hoai tir thanh phé nang hay t6 chirc k&, khi
phan mg viém thuyén giam, cau tric cta phoi sé trd lai binh thudng.

1.3.6. CAc yéu té lien quan dén viém phai do phé cau ¢ tré em

- Tré dudi 2 tudi 1a yéu td nguy cao cua viém phdi do phé cau [152].

- Nhiém virus 1a yéu t6 nguy co quan trong ctia viém phoi do phé cau
[155], trong nhitng vu dich cim ngudi ta thay ting ty 1& viém phdi do phé cau
khuan [51], [104], dong nhiém virus hop bao ho hap 1a yéu té nguy co viém
phdi do phé cau ¢ tré em [57]. Theo Hodges va MacLeod d3 nghién ciru viém
phdi do phé cau va két luan ring ty 1& xuét hién viém phdi do phé cau trong
mot quan thé nhat dinh c6 thé dugc du doan gan ding bang phuong trinh sau:

Ty 18 viém phdi do phé cau = Ty 1& mang phé cau X Ty 1é bénh hé hap khong
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do vi khuan X K, trong d6 K thay d6i theo kha nang 1y nhiém cua tip phé cau
dang mang va kha ning mién dich dic hiéu theo tip cua cac c4 thé trong quan
thé.

- Hen phé quan lam ting nguy co viém phdi do phé cau [63], cac bénh
nhu bénh hdong cau hinh 1iém [130], lupus ban d6 hé théng [145], suy giam
chtic ning lach bam sinh hodc sau cat lach, suy giam mién dich va mot sb
bénh man tinh khac nhu dai duong, xo gan, suy ho hép man, hoi chung than
hu khéng nhitng 1am ting nguy co viém phoi do phé cau khuan ma con 13 yéu
t6 lién quan dén tinh trang ning cua bénh [115], [152].

- O nhiém moi trudng, khéi thude 14, déng duc, ty 1¢ tiém vac xin phé
cau thap 1a cac yéu t6 lién quan cta viém phoi do phé cau ¢ tré em [152].
1.3.7. Qua trinh dich
1.3.7.1. Nguon truyén nhiém

- Ngudi mang phé cau khong triéu chimg: Nguoi 1a vat chi bat budc cla
phé cau, phé cau thudong tra & dudng hé hap trén dic biét 1a mili hong nhung
khong gy ra triéu chimg goi 1a mang vi khuan [54]. Ty 1& mang phé cau cao
hon ¢ tré em (20-50%) so véi ngudi 1on (5—20%) [66], [108]. Nguoi mang
phé cau co6 kha ning lay truyén cho nguoi khac trong cong dong hodc phé cau
tré nén xAm nhap va gay bénh, dic biét 1a viém phoi [54].

O Viét Nam, mot s6 tac gia nghién ciru vé ty 1& mang phé cau khac nhau
tiy theo dia diém nghién ctru: Thanh phé Can Tho (34%) [10], Thanh Phd Ho
Chi Minh (30,9%) [5], Hué (16,7%), Ba Vi, Ha Noi (40%) [111], Mai Dich,
Ha Noi (41%) [8], Van Pon, Quang Ninh (15%) va Vi Xuyén, Ha Giang
(10,7%) [6].

- Nguoi dang bi bénh

Viém phéi do phé cau c¢6 mat do khuan lac phé cau ting cao ¢ miii hong
[34], [35], [43], [155], 12 ngudn 14y truyén cho nguoi khac trong cong dong,

dic biét 1a nhitng ngudi c6 yéu td thuan lgi cho phé cau gay bénh nhu nhiém
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virus, di ung, hen, suy dinh dudng, suy gidm mién dich, suy gidm chirc ning
lach.

- Pong nhiém virus

Tai luong phé cau ting va ting sy xam nhép vao vat chi trong qua trinh
d6ng nhiém virus thuc day su lay truyén phé cau [104], [164]. Nhiéu nguy co
nhiém khuén huyét, tir vong va 1ay lan sang cdc md khéc trong qua trinh dong
nhiém [44]. Nhiém virus gay ton thuong biéu mé cua dudng hd hap, 1am suy
giam mién dich cta co thé do d6 thuc day su xam nhap cia vi khuan [94].
1.3.7.2. Buong truyén nhiém

- Tiép xuc truc tiép voi chat tiét ctia hé ho hap cua ngudi mang mam
bénh. Pneumolysin ctia phé cau thiic ddy qua trinh bong troc cua vi khuan va
pneumolysin ciing gay ra phan Gtng viém & vat chu trong qua trinh thuong tr
lam thic day sy phat trién cta vi khuan do d6 tang cudng su lan truyén phé
cau [166].

- Truyén sang nhitng ngudi khoe manh thong qua giot ban [119]. Nho
mang sinh hoc ma phé cau co thé ton tai trong moi trudong bén ngoai co thé
dén 4 tuan [119].
1.3.7.3. Khoi cam nhiém va mién dich

- Khoi cam nhiém

Tat ca moi nguoi déu c6 nguy co mic viém phdi do phé ciu, nhimg
ngudi cd nguy co cao hon d6i véi viém phoi do phé cau bao gdm tré dudi 2
tudi, nguoi trén 65 tudi, ngudi suy giam mién dich bam sinh hodc méc phai,
ngudi ¢ bénh hd hdp man tinh, suy giam chirc nang lach [105].

- Tinh mién dich trong truong hop tai nhiém

Tinh sinh mién dich sau khi nhiém phé cau 1a bén viing va dic hiéu theo
tip huyét thanh va céc protein cta vi khuan hay toan bo vi khuan. Pay 1a co s
dé san xuat vic xin dé phong bénh gay ra boi phé cau. Vic xin dugc san xut

dau tién 1a tir vo polysaccharid ctia phé cau (Pneumococcal Polysaccharide
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Vaccine: PPV) la Pneumo23 chira 23 khang nguyén vo dai dién cho 23 tip
huyét thanh hay gy bénh cua phé cau, vac xin ndy dap tng qua trung gian té
bao nén chi ¢6 hiéu qua & tré 1on va ngudi 16n. Tir ndm 2000, véc xin lién hop
phé cau di ra doi (Pneumococcal Conjugate Vaccine: PCV) 1a PCV7, PCV10
va PCV13 va duoc dua vao lich tiém chung cua tré em trén toan thé gisi. Tuy
nhién hiéu qua du phong ciia cac vic xin nay bi suy giam theo thoi gian do
xuat hién cac tip huyét thanh gay bénh khong co trong vac xin. Ngay nay, cac
nha khoa hoc dang nghién ctru dé san xuat vac xin phu thudc vao khang
nguyén protein 1a phuong phép toan té bao, dé tao mién dich dich thé va mién
dich t& bao v&i mot sd luong 16n khang nguyén protein tiém niang va khdng
phu thudc vao tip huyét thanh [64].

1.4. Pic diém bénh viém phdi do phé cau & tré em

1.4.1. Dic diém 1am sang bénh viém phai do phé cdu ¢ tré em

Ho, st va thé nhanh 1a 3 triéu chtng chinh cta viém phoi.

- Sbt: Trong viém phoi do phé cau tré thuong st cao dot ngdt, dung nap
kém véi thude ha sét, toan trang cua tré x4u di nhanh nhu mét méi, kém an,
bd mit nhiém trung nhiém doc [174].

- Thé nhanh: Tho nhanh dwgc WHO dinh nghia tuy theo tudi: Trén 60
nhip/ phut d6i voi tré dudi 2 thang tudi, trén 50 nhip/ phit ddi véi tré tir 2
thang dén duéi 1 tudi, trén 40 nhip/phat ddi véi tré tir 1 tudi dén dudi 5 tudi.
Nguy co twong dbi ctia viém phdi khi ¢6 triéu ching thé nhanh 1a tir 1,56 dén
8 tiy nghién ctru. Nguoc lai khi khong c6 triéu ching thd nhanh 13 tiéu chuan
t6t dé loai trir viém phoi.

- Ho va dau nguc: Ho 14 triéu chimg chung cta dudng ho hap nhung
khong dic hiéu trong viém phdi, dau nguc thudng khu tri bén phdi ton

thuong, dau tang khi ho hay cir dong manh.
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- Co kéo co ho hép: Gdm co kéo co lién sudn, co kéo hom e, canh miii
phap phong, rat 10m 10ng nguc, di dong nguoc chiéu giita nguc va bung. Co
kéo co ho hap 1a biéu hién cua ton thuong nhu mé phdi ning.

- Nghe phdi: Thuong c6 tiéng bat thuong nhu ran 4am/nd cudi thi thi tho
vao, tiéng thoi 6ng. Nhimng bat thuong nay khu tri mot ving cua phoi goi ¥
t6n thuong mot thuy hay phan thuy ctia phoi. Tuy nhién nghe phdi c6 thé binh
thuong & tré ba me hay ¢ giai doan dau cta bénh [174].

- Hoi chimg dong dic trong viém phoi thuy: Pay 1a céc tridu chimg dic
hi¢éu nhung khé phat hién ¢ tré em dac biét & tré nho nhu go duc, rung thanh
tang va ri rao phé nang ting.

Hoi ching 3 giam gip khi ¢o tran dich mang phoi gébm gb duc, rung
thanh giam va ri rio phé nang giam.

- Céc triéu chimg két hop khac ngoai ho hap: Pau bung gia rudt thira hay
gip trong viém phoi thuy dudi ciia phoi, va ddu hiéu cing gay trong truong
hop viém thuy dinh cta phdi [180], ton thuong dang herpes miii, mdi va do
hai ma 1a céc triéu chimg c6 dién cta viém phoi do phé cau khuan [174]. Céc
biéu hién ngoai phoi khac hiém xay ra nhu céc triéu ching ctia hdi chimg
huyét tan uré huyét nhung 1a truong hop rat ning cta viém phdi do phé cau
khuan.

1.4.2. Diic diém cgn 1am sang viém phai do phé cau
1.4.2.1. Huyét hoc

- Cong thirc mau: S6 lwong bach ciu ting cao trén 15.000/mm?®. Bach
cau da nhan trung tinh trén 10.000/ mm? [180].
1.4.2.2. Hoa sinh mau

- CRP thuong tiang trén 60mg/l sau it nhat 12 gio ké tir khi bat dau sot
[118].

- Procalcitonin thuong tang trén 2pug/1 [190].
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1.4.2.3. X-quang phéi

- Pong dic tiéu phan thuy hay thiy phdi 14 ton thuong hay gip chiém
78,7% trong d6 ton thuwong mot bén phdi chiém 82,2% [180], ton thuong
dam mo hinh tron cling hay gap [174]

- Ton thwong ndt mo phé nang, chiém 21,1% [175].

- Tran dich mang phoi chiém 20-40% trong viém phoi thiy do phé cau,
nhat 13 trong truong hop c6 vi khuan trong mau [189].

- Xep phoi 6,5% [180]

- Viém mi mang phoi chi chiém 2-3% truong hop [189]

Hinh anh ton thuong trén X-quang phoi thudng dugc phuc hdi cham hon
cac triéu chimg 1am sang, tré vé binh thuong sau it nhat mot thang [189].
1.4.2.4. Chup cat Ip vi tinh phoi

Chi dinh khi c6 bién chimg nhu viém mu mang phdi, hoai tir hay ap xe
phoi.
1.4.2.5. Tim khdng nguyén hoa tan ciia phé cau trong nudc tiéu

Tim khang nguyén vo cta vi khuan, polysaccaride C trong nudc tiéu ciia
bénh nhan. D& 1am, chung cho tat ca cac tip ctia phé cau, tuy nhién & tré em
khang nguyén nay c6 thé duong tinh ca & tré mang vi khuan khong bi bénh,
viém tai, it ddac hiéu hon nguoi 16n [174].
1.4.2.6. Xét nghiém vi khudn hoc

- Nudi cay tim vi khuan véi bénh pham 1a dich ty hau bang phuong phap
cay dinh luong

Phé cau 1a mot vi khuan nhay cam va dé chét & moi truong bén ngoai, vi
vy cac bénh pham phai duoc chuyén vé phong xét nghiém trong vong mat
gi0, hodc khong qua 6 gio ¢ nhiét do phong va khong qua 24 gio ¢ nhiét do 4-
8°C. Bénh nhi viém phdi c6 két qua tim thiy phé cau trong dich ty hau > 10°

khuan lac/ml 12 viém phoi do phé cau.
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- Nuoi cdy vi khuan voi bénh pham 1a méu: Bénh nhi viém phdi c6 két qua
tim thay phé cau trong mau 1a viém phdi do phé cau. C6 khoang 5-15% viém
phdi c6 két qua duong tinh [96], [174].

- Xét nghiém PCR x4c dinh DNA ctia phé cau trong dich mang phoi 1a
xét nghiém c6 do nhay va do dac hi¢u cao, nhét 1a nhiing truong hop viém
phdi d3 dugce sir dung khang sinh trude xét nghiém va c6 két qua nudi cdy am
tinh. Bénh nhi viém phdi c6 bién chung tran dich mang phdi c6 két qua PCR
dich mang phoi duong tinh véi phé cau 1a ca bénh viém phoi do phé cau.
1.4.3. Tiéu chudn chdn dodn viém phéi do phé cdu & tré em

- Lam sang

+ Ho hoac/va khoé thé

+ S6t: than nhiét > 37,5°C.

+ Tho nhanh theo tudi 13 tiéu chuan bét budc dé chan doan viém phoi

- X-quang phoi c¢6 hinh anh nét mo phé nang: rai rac hai bén hoic tap
trung thanh khi mo doéng nhét chira duong khi quan bén trong tuong tng
ting thuty, phan thily phoi

- Tiéu chuén vi sinh, ¢6 it nhat mot tiéu chuan sau:

+ Cay dinh lugng bénh pham dich ty hau duong tinh v6i phé cau co6 mat
d6 khuéan lac > 10° khuén lac/ml

+ Cay mau duong tinh hodc ciy dich mang phdi duong tinh v6i phé cau.

+ Xét nghiém PCR dich mang phoi duong tinh vé&i phé cau
1.4.4. Diéu tri viém phoi do phé cdu ¢ tré em
Nguyén tic chinh trong diéu tri viém phdi do phé cau & tré em:

- Khai thong duong tha, chdng suy ho héap

- Piéu tri chéng nhiém khuan

- Pam bao dinh dudng, cung cip dich thoa dang

- Diéu tri triéu chung va céc roi loan khac

- bicu tr1 bién chiing
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1.4.4.1. Piéu tri chong suy hé hdp

Dit bénh nhi ndm tu thé vai cao, dau nghiéng mot bén, ndi rong quﬁn ao,
ta 16t d€ bénh nhi dé the,

Khai thong duong tho,

Tho oxy hodc ho hap ho tro khi ¢6 chi dinh
1.4.4.2. Piéu tri chong nhiém khudn

Lua chon khang sinh ban dau dwa vao tudi ctia bénh nhi, dich t& hoc cua
ting vung, tinh trang niang ctia bénh. Nguyén nhan gy viém phoi 1a phé cau
nén chon khang sinh ban dau la amoxicillin 80- 100mg/kg/ngay chia 3 lan
cach 8 gio hoac amoxicillin-acid clavulanic 80-100mg amoxicillin/kg/ngay
hodc ceftriaxon 50-100 mg/kg/ngdy hodc cefotaxim 100 mg/kg/ngay. Piéu
dudng theo ddi bénh nhi mdi 3 gid, Bac sy thim kham bénh nhi 2 1an mdi
ngay dé theo ddi dién bién ctia bénh. Sau 48 gid, bénh tién trién thuan loi néu
toan trang tot 18n, tré an udng tot hon, giam sét, thd cham hon, giam tho gang
suc, triéu chung suy hd hép cai thién, do bao hoa oxy tang Ién. Xét nghiém
lai bach cau, CRP hay PCT théy cai thién sau 24 dén 48 gio. Nguoc lai néu
tinh trang bénh ngay cang ning hodc khong cai thién sau 72 thi phai tim kiém
bién chtng bang chup X-quang phoi nhu ton thuong nhu mé phdi lan rong,
tran dich mang phoi hay ap xe phoi hoic do phé cau khang khang sinh [149],
[180].
Khi c6 két qua khang sinh d6, str dung khang sinh theo khang sinh d6 [56]:

- Phé cau c6 MIC véi penicillin < 2 pg/ml

+ Lwa chon ban diu

DPuwong toan than

Ampicillin 150- 200 mg/kg/ngay hoac penicillin 200000- 250000 don vi
/kg/ngay

DPuwong uéng (lidu phap xuéng thang): Amoxicillin 90 mg/kg/ngay



29

+ Diéu tri thay thé

Duwong toan than

Ceftriaxon 50 -100mg/ kg/ ngay hoac cefotaxim 150mg/ kg/ ngay hoac
clindamycin 40 mg/kg/ngay hoac vancomycin 40-60 mg/kg/ngay

Duwong uong (ligu phdp xuéng thang)

Cephalosporin thé hé tha 2 va 3 (Cefuroxime, cefpodoxime, cefprozil)
ubng levofloxacin 16-20 mg/kg/ngdy véi tré tir 6 thang dén 5 tudi; 8-10
mg/kg/ngay voi tré tir 5- 16 tudi (t6i da mot ngay 1a 750 mg), hodc udng
linezolid 30 mg/kg/ngay vai tré dudi 12 tudi, 20 mg/kg/ngay voi tré tir 12 tudi
tré 1én

- Phé cau c6 MIC véi penicillin > 4 ug/ml

+ Lya chon ban diu

DPwong toan than

Ceftriaxon 100 mg/kg/ngay

DPuwong uéng (lidu phap xuéng thang)

Udng levofloxacin 16-20 mg/kg/ngay véi tré tir 6 thang dén 5 tudi; 8-10
mg/kg/ngay véi tré tir 5-16 tudi toi da mot ngay 14750 mg), hodc udng
linezolid 30 mg/kg/ngay véi tré dudi 12 tudi, 20 mg/kg/ngay véi tré tir 12 tudi
tro 1én.,

+ Piéu tri thay thé

Puwong toan than

Ampicillin 300-400mg/kg/ngay, levofloxacin 16-20 mg/kg/ngay voi tré
tir 6 thang dén 5 tudi; 8-10 mg/kg/ngay vai tré tir 5-16 tudi téi da mot ngay 13
750mg), hoic linezolid 30 mg/kg/ngdy véi tré dudi 12 tudi, 20 mg/kg/ng véi
tré tr 12 tudi hodc clindamycin 40 mg/kg/ngay hodc vancomycin 40-60
mg/kg/ngay

Puong uong (ligu phdp xuéng thang)

Ubng clindamycin 30-40 mg/kg/ngay.
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Theo huéng dan chin doan va diéu tri viém phdi do vi khuan & tré em
ctia Bo Y té [21], tré bi viém phoi nang phai nhap vién dé diéu tri, khang sinh
lwa chon ban dau thudc nhom penicilline A két hop mét thudc thudc nhém
aminosid. Lwa chon: Ampicillin 200 mg/kg/ngay, chia 4 lan, tiém tinh mach
cham cach mdi 6 gio. Hodc amoxicillin- clavulanic 90mg/kg/ngay, chia 3 1an,
tiém tinh mach chdm hodc tiém bap cach mdi 8 gid. Két hop véi gentamicin
7,5mg/kg/ngay tiém tinh mach cham 30 phut hodc tiém bap mot lan. C6 thé
thay thé bang amikacin 15 mg/kg tiém tinh mach cham hoic tiém bap. Dung
ceftriaxon 80mg/kg/ngay tiém tinh mach cham 1 lan hodc cefotaxim 100- 200
mg/kg/ngay, chia 2- 3 1an tiém tinh mach cham; dung khi that bai véi céc
thudc trén hodc ding ngay tir dau. Thoi gian dung khang sinh it nhat 5 ngay.
1.4.4.3. Piéu tri triéu chung va cdc roi loan khdc

Pam bao dinh dudng, cung cap du dich. Piéu chinh réi loan dién giai, rbi
loan toan kiém.

1.4.5. Dién bién trong qud trinh diéu tri
1.4.5.1. Bién chiing

- Bién chirng tai phoi

+ Viém mu mang phdi: La bién ching hay gip nhét cua viém phoi do
phé cau & tré em, chiém 25-30% viém phoi nhap vién, trong 10 nam tro lai
day thay ty 1& viém ma mang phdi ting dang ké & nhiéu nudc Chau A, Chau
Au, Nam My, hay gip nhat ¢ nhiing tré dudi 5 tudi [174].

+ Ap xe phoi: Hiém gip trong viém phoi do phé cau ¢ tré em, hau qua
ciia qué trinh mung mu cta phdi do hoai tr nhu mé phdi tao thanh mot
khoang véi1 thanh day.

+ Hoai tu phéi: Hoai t&r nhu mo phé)i tao ra nhiéu 6 chira khi, bién chirng
nay gip trong viém phdi thuy ngay ca khi diéu tri dung huéng do qué trinh
viém xay ra qua manh. Thuong kém theo tran dich mang phdi, ton thuong c6

thé tién sat dén tan mang phdi gy bién chung do khi phé mac.
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+ Nang khi 16n (Pneumatocele): La mét nang khi 16n ¢6 thanh mong
hinh thanh do huy hoai phé nang va tiéu phé quan, ddy 1a bién ching hiém
gidp ctia viém phdi do phé cau.

+ Tran khi mang phdi, do khi phé mac, suy ho hap cap

- Bién chitng ngoai phoi

+ Viém mang ndo mu, 4p xe hé than kinh trung wong, viém mang ngoai
tim, viém ndi tdm mac nhiém khuan, cbt tay viém, viém khép nhiém khuan

- Bién chitng toan than

+ Hoi chimg dap ung véi viém nhiém hé théng hay nhiém khuan huyét

+ Hoi chung huyét tan uré huyét
1.4.5.2. Di chutng

- Chirc nang ho hap giam: Nghién ctru dich t& hoc & Anh cho thay ring
nhimg tré bi viém phdi trudce 2 tudi co chirc ning ho hap giam & tudi trudng
thanh, di chimg vé chic nang hoé hap mudn nay doc 1ap véi cac yéu td gay
nhiéu nhu hat thude 14 thu dong, chiéu cao cua gia dinh, can ndng khi sinh va
6 nhiém mai trudng trude do.

- Xep phoi mudn: O tré 16n xep phdi thudng xay ra ¢ thuy dudi phdi trai,
thuong it triéu chimg ngay ca khi ton thuong lan rong. Xep thuy giita phoi
phai ciing hay gip goi 1a hoi chimg thuy giita do vi khuan lam ton thuong hé
thong nhung mao dich nhay phé quan.

- Gian phé quan: La di ching hay gip, bénh mang tinh thoi su cua tré
em, & tré co tién sir viém phoi ty 1& gidn phé quan tang cao.

- Viém tiéu phé quan bit tic sau viém phoi: Trai véi nguoi 1n, viém
viém tiéu phé quan bit tic x4y ra ngay ca khi tré c6 thé tang mién dich binh
thuong, triéu chimg 14m sang thudng rit gibng cum va rat nang vi tir 1/3
dén mot ntra can phai thong khi co hoc, kho thd voi dic trung 1a thd nhanh
va ho 1a triéu ching chi diém quan trong, trudng hop ning co thé dan dén

tinh trang phu thudc oxy, gdy ra tinh trang khi phé thiing, ngén tay dui
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trong, cham phat trién thé chat. Tién luong xa it kha ning phuc hoi, tién
trién man tinh din dén suy ho hap man tinh ning [190].

1.5. Phong bénh viém phéi do phé ciu & tré em

1.5.1. Phong bénh dac hiéu

- Vic xin chéng phé cau:

+ Pneumo 23: La mot vic xin phd rong bao phu gan 90% cac nhiém
khuan do phé cau & tat ca cac do tudi khac nhau va tat ca cac tinh hudng bénh.
Tuy nhién do c6 tac dung ddi khang co tinh bat loi gan lién véi dap tng mién
dich qua trung gian té bao nén khong hiéu qua d6i voi tré dudi 2 tudi. Pap
tmg yéu, khong 6n dinh va c6 thoi gian tic dung ngan. Pap Gng yéu véi cac
tip 6, 10A, 18B,19F, 22 va 23;

+ Céc véc xin lién hop phé cAu: Prevenar gém cac tip 4, 6,9V, 14, 18C,
19F, 23F; sau d6 1a Synflorix két hop thém Prevenar véi 3 tip 1,5 va 7F; Méi
nhat 13 véc xin Prevenar 13 gom cac tip trong Synflorix két hop thém 3 tip 3,
6A va 19A.

+ Vic xin toan té bao: Hién dang dugc nghién ctru

- Vic xin phong cac bénh do cac virus duong ho hap gy ra, cac virus
nay giy tén thuong hang rao bao vé ty nhién cua dudng ho hap, tao diéu kién
cho phé cau phat trién, xdm nhap va gy bénh.

+ Vic sinh phong séi: 1a vac xin duoc st dung c6 hiéu qua trong chuong
trinh tiém ching mo rong da lam giam dang ké ty 1é mac va bién chimg do
bénh gay ra.

+ Vic xin chdng cim: Chi dinh tiém véic xin phong cim tiy theo timg
nudc, tuy nhién ddi voi tré bi bénh phé quan phdi man tinh nhu hen, loan san
phé quan phdi, bénh hdng ciu hinh liém, bénh tim bam sinh, hdi chimg than

hu, dai dudng, suy giam mién dich thi can tiém phong cum day du.
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- Immunoglobulin(lg):

+ Khang thé da dong khong dic hiéu dugc chi dinh trong nhiém tring
ning, suy giam mién dich da dugc xac dinh hoic du phong bénh do virus dic
hiéu gy ton thuong hé ho hdp nhu s6i ¢ tré chua duoc tiém phong hodc trong
thdigknlvécxhlchuacélﬁéuluc.

+ Ig dac hi¢u chéng thuy dau duoc chi dinh han ché.

+ Khang thé don dong khang RSV: Palivizumab va motavizumab 12 cac
khang thé don dong khang RSV duoc st dung c6 hi¢u qua va dugc chi dinh
trong nhiém tring ho hap ning do RSV can phai nhap vién, & tré dé rat non cé
loan san phé quan phoi, cac bénh tim bam sinh c6 anh hudng vé huyét dong.

- Khang sinh dy phong: Dung penicillin duy phong lam giam nguy co
nhiém triing phé ciu ¢ tré em bi bénh hong cau hinh liém [138], sau cit lach
va bénh lupus ban d6 hé théng c6 xo teo lach.

1.5.2. Phong bénh khong ddac hiéu

- Phong bénh cho cd nhan

Puong ho hap tiép xtic thuong xuyén voi khong khi bén ngoai chua
nhiéu vi sinh vat khac nhau va cac yéu t6 doc hai trong méi trudng giy ton
thuong niém mac duong hd hap, diéu nay giai thich tai sao viém nhiém ho
héap thuong hay xay ra. Bé dy phong chlng ta can:

+ Han ché 6 nhiém méi truong, dac bi¢t moi truong trong nha, khoi
thudc

+ Nang cao thé trang, phong chong suy dinh dudng

+ Han ché tiép xuc noi dong nguodi, ngudi bi bénh

+ Kiém soat tot cac bénh nén

+ Khéo sat va dua vao quan 1y ngudi mang ching phé cau da khang

thudc
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- Phong bénh trong cong ddng: Tuyén truyén gido duc vé cic bién phap
phong cac bénh 1ay qua dudng ho hip bang phuong thirc tiép xtc truc tiép,
qua giot bin va qua khong khi:

+ Str dung khau trang dung cach khi can

+ Han ché tu tap dong nguoi, han ché tiép xuc voi nguoi bi bénh, dac
biét nhimg tré chua duoc tiém vic xin day du.

+ V¢ sinh tay dliing cach

+ V¢ sinh mili hong, che khi ho, che khi hat hoi

+ Khir khuan cac bé mat tiép xtc, vé sinh mdi trudng xung quanh, théng
thoang no1 &, noi lam viéc.

Mot nghién ctiru dugc tién hanh tai 26 nudc va ving lanh tho cho thay
rang viéc ap dung cac bién phap ngin chin COVID-19 nhu mang khéu trang,
han ché tu tap, han ché di lai d3 lam giam 68% nhiém tring xam l4n phé cau
sau 4 tuan va 82% sau 8 tuan ké tir khi nhiing thay d6i dugc thuc hién [59].

- Phong bénh trong bénh vién [142].

+ Ap dung bién phap phong ngira chuan

+ Nim phong riéng, phong cach ly, phong ap luc am tiy timg bénh

+ Han ché van chuyén nguoi bénh, khi can van chuyén phai mang khéau
trang cho nguoi bénh.

1.6. Lich sir nghién ciru viém phoi do phé cau

Nam 1880, Louis Pasteur va cong su, & Phap, dd phan lap, nudi ciy va
mo ta mot loai vi khuan trong mau ctia nhimg con tho trude d6 dugc tiém
nudc bot cua tré bi tir vong do bénh dai, cling trong ndm nay, & My, Gorge
Miller Sternberg nghién ctru vé vi khuan nay nhung 6ng tiém chinh nuéc bot
ctia minh vao t6 chirc dudi da ctia tho. Nam 1881, Sternberg dd cong bd két
qua nghién ctru ctia minh trudc cong bd cua Pasteur 2 thang [91]. Pasteur goi
vi khuan nay 1a “vi khuan gy nhiém khuan huyét tir nuéc bot”, nam 1883

Sterberg dat tén la Micrococcus pasteuri, nam 1884 Klein dit tén la
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Micrococcus pneumoniae, nim 1886 sinh vat nay dugc Fraenkel goi 1a phé
cdu (pneumococcus) vi xu hudng giy bénh phdi. N6 duoc dbi tén thanh
Diplococcus pneumoniae vao nam 1920. Dén nam 1974 phé cau duoc doi tén
thanh Streptococcus pneumoniae [160].

Niam 1937, Sherman 1a nguoi dau tién dua ra cach phan loai day du vé
phé cau khuan.

Niam 1819, Laennec da dua ra khai niém viém phdi vé mat giai phau va
nam 1841 Grisolle d3 nghién ctru viém phoi vé mat 1am sang.

Nam 1883, Talamon 1a nguoi dau tién thiét 1ap dugc mdi lién hé giira
viém phéi va vi trung gay bénh qua viéc xét nghiém cac mau dom, mau va
khéi phoi viém gan hoa ciia bénh nhan va mé ta né.

Nam 1935 Lemierre rdi Bariety chi rd cach tién trién ciia bénh ciing nhu
cac dang nhiém trung khac do phé cau khuan.

Nam 1928, Alexander Fleming da phat hién ra penicillin, nam 1941
penicillin duoc st dung trong 1dm sang dé diéu tri bénh nhiém trung do vi
khuan gay ra [110]. Viéc str dung penicillin di 1am d3o 1on tién luong cua
nhiém tring do phé cau nhung ngay sau do, vao nim 1943 da phat hién phé
cau phang thudc & phong thi nghiém.

Nam 1967, 1an dau tién thdy phé cau khang thudc trén bénh nhan ¢ Uc,
nam 1977 1an dau tién chung phé cau da khang khang sinh & Nam Phi [200].

Lich sir cac dot bung phat viém phoi do phé cau xdy ra trén thé gidi tir
nam 1916 dén nam 2017, c6 81 dot bung phat trong d6 9 dot bung phat xay ra
tir ndm 1946 trd vé trudc, 1a thoi ky chua ¢ véc xin. Tir ndm 1947 d&én nim
1977 1a thoi ky khang sinh da duoc dua vao sir dung dé diéu tri phé cau, van
chua c6 vic xin, thoi ky nay khong thiy dot bung phat nao duge mo ta. Thoi
ky véc xin polysaccarid ctia phé cau ra doi, tir ndim 1977 dén 1999, co6 41 dot
bung phat xay ra, ddy 1a thoi ky phé cau giam nhay cam véi penicillin va

khang v&i nhi€u loai khang sinh khac da lan rong ra nhiéu nudce trén the gioi.
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Thoi ky tir ndm 2000 dén nay, mic du dé c6 véc xin polysaccarid ctia phé cau
va vic xin lién hop phé cau nhung van c6 31 dot bung phat xay ra [171].

1.7. Tinh hinh nghién céu trong nwéc va thé giéi

1.7.1. Nghién citu trén thé gidi

1.7.1.1. Nghién civu vé déic diém dich té, lim sang, cdn lam sang va yéu to
lién quan

Nghién ctru cta Pia Toikka va cong su, nghién ctru viém phdi do phé cau
ctia tré em Phan Lan tir nam 1985- 1994 13 nghién ctru day du vé dic diém
lam sang va can 1am sang, nhung la nghién ctru hdi ctru va chi nghién ciu
nhimg viém phdi do phé cau dugc xac dinh bang phuwong phap cdy mau [150].
Nghién clru cia Maurice A. Mufson va cOng su, tai My, kéo dai tir 1978-
1987, chi thu nhan duogc 45 tré dudi 15 tudi viém phdi do phé cau duoc xéac
dinh bang cay mau [126]. Trong thoi gian gan day, cac tac gia chu yéu nghién
ctru hiéu qua ctia vac xin phong chong phé cau lam giam ty 1& viém phoi & tré
em, bién chimg ctia viém phdi do phé cau va nghién ctru cac bénh xam nhap
do phé cau [101]. Nghién ctru nim 2018 ciia Wantong Zhao va cdng sy tai
Thuong Hai, Trung Qudc, vé dich t& viém phdi do phé ciu & tré em ciing 1a
nghién ctru hdi ctru chi trong thoi gian 1 nam [168].

Thumerelle C. va cdng sy, nghién ciru cac yéu td nguy co ciia viém phoi
do phé cau & tré em thidy mot sd yéu t6 lién quan dén viém phdi do phé cau
nhu: Pong nhiém virus, ding cac thudc chdng viém non-steroit, dung khang
sinh trudc nhap vién, phé cau giam nhay cam voi penicillin [31]. St dung vic
xin phong phé cau 13 yéu t6 quan trong lam giam ty 1& viém phdi do phé cau
[176].
1.7.1.2. Nghién cieu vé két qua diéu tri

Nam 1998, tac gid Tan T.Q. va cdng su, nghién ciru hoi ctru da trung tam
& M§ vé két qua tri viém phoi & tré em do phé cau nhay cam va khong nhay

cam v&i penicillin [148]. Maria Regina A Cardoso va cong su (2008), nghién
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ctru tién ctru da trung tAm vé nguy co thit bai trong diéu tri viém phoi do phé
cau khang penicillin & tré em [61].
1.7.2. Nghién ciru trong nwéc

O nudc ta cho dén nay cac nghién ctru vé viém phdi do phé ciu & tré em
con it, chua ddy du va hé thdng. Mot s6 tac gia nghién ctiru vé viém phdi & tré
em déu dua ra két luan rang phé cau 1a nguyén nhan hang dau gy viém phoi
& tré dudi 5 tudi: Tran Minh Phung va cong su (1994, tai Bénh vién Pa khoa
Tién Giang) phé cau chiém ty 1& cao nhat 62 % [17]. Nguyén Vin Bang
(2009, tai khoa Nhi Bénh vién Bach Mai) phé cau chiém 58,8% trong s6 xét
nghiém duong tinh [4].

Pao Minh Tuan va cdng su (2012, tai Bénh vién Nhi Trung wong) phé
cau chiém ty 1& cao nhat 31,3% [27]. Hoang Ngoc Anh va cong su (2017, tai
Bénh vién Tré em Hai Phong) phé cau chiém 60% [1].

Téac gia Ping Ptc Anh va cong su (2009), nghién ciru dich té cac cac
bénh xam nhip do phé cau, giam sat tién ctru ¢ tré em nhép vién tai Nha
Trang tir thang 4 ndm 2005 dén thang 8 nam 2006, ty 1é mic bénh phé cau
xam nhap 1a 48,7 truong hop/100.000 tré (95% CI: 27,9-85,1 truong
hop/100.000 tre) [40].

Nghién ctru cta “Mang luéi gidm sat mam bénh khang thuéc Chau A”
(Asian Network for Surveillance of Resistant Pathogens: ANSORP) giai doan
2000-2001, phé cau khong nhay cam voi penicillin cao nhat & Viét Nam
(92%) [139], giai doan 2008- 2009 thay tinh trang da khang thudc ctia phé cau
¢ Viét Nam la 73,3% [105].

Pham Hung Van va cong su, diéu tra tinh trang khang thudc khang sinh
(SOAR) tai Viét Nam thay, giai doan 2009- 2011 phé cau khang cao véi cac
sinh duong udng nhung van con nhay cam 76,1% véi amoxicillin [152], giai
doan 2016- 2018, thay ¢ Viét Nam phé cau c6 tinh nhay cam thap nhat so véi

cac nudc cung dugce giam sat [151].
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Nhu vay, trén thé giéi trong vong 10 ndm trd lai ddy cling nhu & viét
Nam chua c6 nhiéu nghién ctru vé viém phdi do phé ciu ¢ tré em day da vé
dich &, yéu t6 lién quan, lam sang, can 1am sang va két qua diéu tri,

Mit khac, viéc lam dung khang sinh hién nay trong cong dong chua duoc
kiém soat, déng thoi dung khang sinh kha rong rai trong bénh vién lam cho
phé ciu ngay cang tré nén khang khang sinh, viéc chan doan sém va diéu tri
kip thoi ngdy cang tré nén kho khan hon. Vi vdy, mot nghién ctru day du, toan
dién va hé théng vé cac khia canh dich t&, 1am sang, can lam sang, chan doan
va diéu tri bénh viém phoi do phé cau & tré em 1a rat can thiét va c6 y nghia

thuce tién.
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Chuong 2.
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twong va phwong phap nghién ciu cia muc tidu 1

Xéc dinh mot s6 dic diém dich t& 1am sang va yéu t6 lién quan cua tré bi
viém phdi do phé cau diéu trj tai Bénh vién Nhi Trung wong (2015- 2018).
2.1.1. Péi twong nghién crru

Cac bénh nhi viém phdi do phé cau tir 1 thang dén 5 tudi, vao diéu tr tai
Khoa Ho hip Bénh vién Nhi Trung wong tir 2015 dén hét 2018.
Tiéu chudn lwa chon méu nghién ciru

Tiéu chuan chan doan viém phoi

- Bénh nhi dugc chan doan viém phoi theo tiéu chuan cia WHO [183].

+ Ho hoac/va kho tho

+ Sét: than nhiét >37,5°C.

+ Thé nhanh (theo tudi )

+ X-quang phéi c6 hinh anh nét mo phé nang: rai rac hai bén hoic tip
trung thanh khdi mo dong nhét chira duong khi quan bén trong tuong tng
tirng thily, phan thiy phdi.

Tiéu chuin chin doin viém phdi do phé ciu.

Bénh nhi duoc x4c dinh 13 viém phdi kém theo it nhat mot tiéu chuin
Sau.

- Cay dinh luong bénh pham dich ty hau duong tinh v6i phé cau c6 mat
do khuéan lac > 10° khuan lac/ml

- Cay mau duong tinh hodc ciy dich mang phdi dwong tinh v4i phé cau.

- Xét nghiém PCR dich mang phdi duong tinh v6i phé cau

Ca bénh viém phdi ning do phé cau [20], [121], [183]

Bénh nhi dugc chan doan xac dinh 13 VPPC kém theo it nhit mot trong cac
d4u hiéu sau:

- Dau hiéu suy hé hap:
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+ Tho rén

+ Rt 16m 10ng ngyc ning

+ Tim téi1 hodc SpO, < 90%

- DAu hiéu toan than nang:

+ B0 bu hodc khong udng duoc

+ Rdi loan tri giac: lo mo hodc hon mé

+ Co giat

- Tré dudi 2 thang tudi

- X-quang tim phéi: ¢ hinh 4nh tran dich méang phéi

Tiéu chuan loai trir miu nghién ciru

Nhitng bénh nhi sau khéng dugc dua vao danh sach ddi twong nghién
clru:

+ Céc truong hop viém phdi do vi khuan khac.

+ Céc truong hop viém phdi do phé ciu dong nhiém véi virus sé
khong duoc xét trong phan cic dic diém lam sang, cdn lam sang khi
nghién ctru viém phoi do phé cau nhung duoc xem xét 1a yéu té lién quan
dén viém phoi do phé cau.

+ Céc truong hop viém phoi mic phai & bénh vién.

2.1.2. Pja diém nghién ciru

- Nghién ctru dich t& 1am sang va yéu t6 lién quan cta viém phdi do phé
cau thuc hién tai Khoa Ho hap Bénh vién Nhi Trung vong.

- Xac dinh nguyén nhan cta viém phdi duoc thuc hién tai Khoa Vi Sinh
va Khoa Sinh hoc phan tir cac bénh truyén nhiém Bénh vién Nhi Trung uong.
2.1.3. Thei gian nghién caru

Tir thang 1 nam 2015 dén thang 12 nam 2018
2.1.4. Phwong phap nghién ciu
2.1.4.1. Thiét ké nghién ciru

Nghién clru mo6 ta loat ca bénh tién ciru trong nghién ctru dac diém dich

t& 1am sang cua viém phoi do phé cau ¢ tré em.
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Nghién ctru m6 ta cét ngang c6 phan tich trong xac dinh yéu tb lién quan
ctia viém phoi do phé cau ¢ tré em.
2.1.4.2. C& mau nghién citu

- C& mau cho muc tiéu xac dinh mot sd dic diém dich t& va yéu tb lién
quan, ching toi str dung cong thirc tinh ¢& mau tbi thiéu, 4p dung cho trudng
hop nghién ctru mo ta xac dinh mot ty 1€ [19], [22].

+ Cong thuc tinh:

1-p

o — 72
n==2 1-a/2 32

Trong do:

n: la ¢& mau nghién ctru t6i thiéu phai co

Za- a2y lahé sO gi6i han tin ciy phu thudc vao mirc ¥ nghia thong ké cta o
duoc chon. Chiing t6i chon o =0,05 thi gia tri cua Z_,» =1,96. v6i d6 tin cay 95%.

p: ty 1& (%) hién mac viém phdi do phé cau duoc ude tinh tai thoi diém
nghién ctru. Trong nghién ctru nay chung t6i sir dung gia tri p = 0,313 (p =
31,3%), theo nghién ctru ctia Pao Minh Tuin va cong sy, nam 2012 [27].

e: 12 sai s6 twong d6i mong mudn. Ching t6i chon € = 0,15.

+ Ap dung cong thurc trén ta co: n = 374

+ Theo tinh toan s6 lwong mau téi thiéu can 1a 374 bénh nhi viém phoi.

Trong nghién ctru cia chung t6i ¢& miu 1a 375 bénh nhi viém phoi.

+ Cach chon mau vao nghién cuu.

Tir cac truong hop viém phdi vao Khoa H6 hdp Bénh vién Nhi Trung
wong. Tai ddy d6i twong dugc dua vao danh sach nghién ctru, ldy tat ca cac
bénh nhi viém phéi du tiéu chuan lya chon mau nghién ctru trén co s¢ thu tu
hoé so nhap vién hang ngay. Chung tdi tién hanh xét nghiém vi sinh dé chon ra
cac bénh nhi viém phdi do phé cau. Qua mé ta loat ca bénh tién ctru dé xéac
dinh dic diém dich t& 1am sang cua tré bi viém phdi do phé cau va phan tich
so sanh véi cac bénh nhi viém phdi khong do phé cau dé xac dinh cac yéu to

lién quan cua viém phoi do phé cau.
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2.1.5. Ngi dung nghién ceiru

- Pic diém dich té ctia 1am sang cua tré viém phdi do phé cau: Xac dinh
ty 16 ctia bénh, sy phan bd cac dic diém dich t& cta tré bi bénh nhu tudi, gidi,
dan toc, dia du, tién sir tiém chung, st dung thube khang sinh ...

- Yéu t6 lién quan cua bénh: Trong tim cac yéu t6 lién quan ciia viém
phdi do phé cau, chiing toi chi phén tich so sanh viém phoi dophees cau don
thuan (VPPC) véi viém phdi do vi khuan hay gip khac dugc phat hién bang
phuong phap nudi cay duong tinh (VP khac) bao géom viém phdi do
Haemophilus influenzae don thuan (VPHI) va viém phoi do Moraxella
catarhalis don thuan (VPMC), chung t6i khong phan tich so sanh véi cac
viém phoi do nguyén nhan khac ma c6 két qua nudi cdy 4m tinh vi hau hét cac
két qua nuoi cay am tinh véi méi truong nudi cdy 1a do céac tip phé cau khang
penicillin gay ra [188], [196].

2.1.6. CAc bién sé va cdch do lwong

TT| Biénso Cich do luwong Céch thu thap | Phan loai
Pic diém dich té
1 | Tudi Tinh tir khi sinh dén thoi diém | Xem gidy khai | Pinh
nhap vién (thang) sinh, gidy bao lugng
hiém
2 | Gidi Gi6i tinh ctia bénh nhi: nam, nit | Quan sat Nhi phan
3 Thoi diém Ngay thang vao vién & Bénh Theo bénh an, Pinh danh
nhap vién vién Nhi Trung uong héi truc tiép
4 | Diadu Noi bénh nhi sinh song: néng | Phong van
thon, thanh thi
5 | Tién st tiém | Tién sir tiém ching mé rong, Phéng van, xem
chung tiém vic xin phong phé cau sO tiém chung
6 | Tiénstdung | Bénh nhi c6 dung khang sinh Phéng van, xem
khang sinh trudc khi vao vién trong dot s6 kham bénh,
trudc nhap nay khong, tén khang sinh don thudc, gidy
vién chuyén vién
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TT Bién s Cach do lwong Cach thu thap | Phan loai
7 | Thoi gian méc | Tir khi bét ddu co triéu chtng | Phong van Dinh danh
bénh trudc dén luc nhép vién: Som < 3,
Vao Vvién vura 4-6, mudn > 7 (ngay)
Mot sb yéu to lién quan dén viém phéi do phé cau
8 | Gidi tinh nam | Gidi tinh ctia bénh nhi Quan sat Nhi phan
9 |Potudi<?2 | Do tudi bénh nhi theo thang Xem gidy khai | Dinh danh
tudi sinh, thé bao
hiém
10 |Pongnhién | Nhiém dong thoi voi RSV hodc | Phiéu tra két qua | Nhi phan
virus adenovirus xét nghiém
11 | Tién strsinh | Sinh mé, sinh thuong Hoi Pinhdanh
12 | Sinh non Can nang luc sinh < 2500gr Nhi phan
13 | Tién sirbénh | Bénh tim bam sinh, Kho khé tai Dinhdanh
dién, hen
14 | Tiénsirtiém | Tiém chiing mo rdng, tiém Hoi, xem s6 Nhi phan
chung phong phé cau: Co hoic khong | tiém chung
15 | Yéu t6 méi Tiép xtic v6i khoi bui, khoi Hoi
trudong thudc 14, nudi chd, méo
16 | Nghé nghiép | Nghé ctia bd va ctia mé bénh Dinh danh
ctia b, me nhi dang lam

2.1.7. Ky thugt s&z dung trong nghién cizu

K¥ thuat tham kham lam sang cho tré bénh: Tham khdm ladm sang duogc

thuc hién theo quy trinh chuin, dugc xac dinh boi it nhat 2 bac sy chuyén

khoa ho hap nhi.
2.1.8. Cac chi sé

nghién cuiru

2.1.8.1. Nghién ciru ddc diém dich t&

- Phan hanh

chinh

Khai thac: tén, tudi (ngay, thang, nam sinh), gi61, dia chi, hoc van, thong

tin gia dinh (tén, nghé nghiép, trinh do van hoa ciia bd me).
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Tudi cua tré duge tinh theo quy udc cia WHO, phu hop véi tiéu chuan
thd nhanh theo Itra tudi trong chan doan viém phdi ctia Bo Y té Viét Nam
[20], chia lam c4c nhom tudi sau:

+ Tré 1 thang dén 2 thang: tir tron 1 thang dén 1 thang 29 ngay.

+ Tré 2 thang dén 1 tudi: tir tron 2 thang dén 11 thang 29 ngay.

+ Tré 1 t6i 2 tudi: tir tron 12 thang tudi dén 1 tudi 11 thang 29 ngay.

+ Tré 2 t6i 5 tudi: tir tron 2 tudi dén 4 tudi 11 thang 29 ngay.

- Khai thac yéu t6 dich té

+ Dia du: Phan vung nong thon, thanh thi.

+ Phan bd theo mua bao gém: mua xuan: thang 2-4, mua hé: thang 5-7,
mua thu: thang 8- 10, mua dong: 11-12-1.

+ Hoc van cua bd, me: tiéu hoc: tir hét 16p 5 tr& Xuéng, THCS: tir hét 16p
9 tr& xuéng, THPT: tir hét 16p 12 tr& xuéng, trén THPT: tir trung cép, dai hoc
va sau dai hoc.

+ Nghé nghiép ctia bd, me: Nong nghiép, cong nhan vién chirc, tu do
budn ban.

+ Mbi truong sdng: Pi hoc, ¢ nha, tiép xtc khéi thude 14, sb con trong
gia dinh, kiéu nha.

- Hoi tién str

+ Tién sir san khoa: can thiép san khoa (dé thuong, md dé, dung kep lay
thai hay giac hut); dé non thang (dudi 37 tuan thai); du thang (37- 40 tuan
thai); dé gia thang (trén 42 tuan thai); can nang thap (dudi 2.5 kg); suy dinh
duong bao thai; dé ngat (sau sinh 1 phat khong khoc, tim tai hodc phai cp
ctru thd 6 Xy, thd mdy), nhiém tring so sinh (do bénh vién chan doan).

+ Tién st nuodi dudng: bu me hoan toan trong 6 thang dau, nuoi nhan tao,
an sam.

+ Tién st tiém chung theo chuong trinh tiém ching Qudc gia phong sau

bénh: lao, bach hau (3 miii), ho ga (3 miii), uén van (3 miii), bai liét (3 1an),
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sO1 va mot s tiém chung theo yéu khac hién co trén thi trudng tiém ching
Viét Nam.

+ Tién st phat trién: tinh than, van dong. Panh gid cham phat trién dya
vao tién sir bénh tat dugc chan doan bsi bac sy chuyén khoa trude do.

+ Tién st bénh tat: bénh bam sinh (tim, phéi, co quan khac), bénh ho hép
(hen & tré 16n, kho khe tai dién: > dot kho khe & tré nho, di tmg). Panh gia
dira vao két luan cta bac sy chuyén khoa trude do.

+ Tién st dung thudc trudc khi nhap vién (nhom khang sinh, nhom thude
chdng viém non-steroit)

+ Tién sir gia dinh: Nguoi sot ho trong 4 tudn qua, ngudi mac hen, dj ing.

+ Thoi gian bi bénh trudc nhap vién: Chia 3 nhom, tir 1- 3 ngay 1a dén vién
som, tir 4- 6 ngay 13 trung binh, tir > 7 ngay 1a dén vién mudn.
2.1.8.2. Xdc dinh mot s6 yéu t6 lién quan dén viém phéi phé cau

- Méi lién quan gifta cac yéu t6 dich t& voi bénh

- Mbi lién quan gitta cac bénh di kém vai bénh

- Mbi lién quan gifta tinh trang dinh dudng, tiém chung voi bénh.

- Mbi lién quan gitta tinh trang ddng nhiém virus véi bénh
2.2. P6i twong va phwong phap nghién ciru ciia muc tiéu 2 va muc tiéu 3
2.2.1. Péi twong nghién ciru
2.2.1.1. Tiéu chudn lya chon mau nghién ciru

Céac bénh nhi viém phoi xac dinh do phé cdu bang phuong phap

Realtime PCR dich mang phoi, nuéi cdy vi khuan bang hinh thai va tinh chat
khuan lac dinh danh, tudi tir 1 thang dén 5 tudi, duoc diéu tri tai Bénh vién
Nhi Trung wong trong thoi gian nghién ctru.
2.2.1.2. Tiéu chudn logi trir mdu nghién ciru

+ Céc truong hop viém phoi do phé cau ddng nhiém véi vi khuan khac
hoac vdi virus.

+ Gia dinh bénh nhi khong dong ¥ tham gia nghién ciru.
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2.2.2. Pia diém nghién ciru

- Nghién ctru dic diém 1am sang va danh gia két qua diéu tri thuc hién tai
Khoa Hb hap Bénh vién Nhi Trung wong.

- Nghién ctru ddc diém can 1am sang va tinh khang khang sinh duoc thuc
hién tai Khoa Hoa sinh, Khoa Huyét hoc, Khoa Chan doan hinh anh Bénh
vién Nhi Trung uong.

2.2.3. Thei gian nghién ceru

Tir thang 1 ndm 2015 dén thang 12 nam 2018.
2.2.4. Phwong phap nghién ciru
Thiét ké nghién ciru

- Nghién ctru mo ta loat ca bénh tién ciru trong nghién ctru dic diém lam
sang, cAn 1am sang cua viém phoi do phé cau ¢ tré em.

- Nghién ctru can thiép khong dbi ching trong danh gia két qua diéu tri
viém pho do phé cau o tré em.

Cé méu nghién ciru

Chon tat ca s6 ddi twong bénh nhi dugc chan doan viém phoi do phé cau,
duoc diéu tri theo phac dd cua BO Y té. Thay doi khang sinh theo dién bién
ctia bénh va theo khang sinh do.

2.2.5. Ngi dung nghién ciu

- Nghién ctru dic diém 1am sang: Xac dinh sy phin bd cac triéu chimg
cua bénh.

- Nghién ctru dic diém can 1am sang: Xét nghiém tong phan tich té bao
mau ngoai vi, CRP, X-quang tim phdi, siéu am mang phdi, xét nghiém vi
sinh, xét nghi¢m sinh hoc phan tir mét s6 bénh truyén nhiém, xac dinh kha
nang nhay cam khang sinh ctia phé cau

- Panh gia két qua diéu tri

+ Chi dinh khang sinh ban dau theo phac d6 ciia Bo Y té. Tir phac do6

chung ctua Bo Y té ching tdi st dung mot sb phac dd cu thé sau:
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Bang 2.1: Cac phac dd khang sinh dwoec sir dung trong nghién ciru

STT Phéc d6 Liéu hrgng S6 lan dung
(mg/kg/24 gio) trong 24 gio
Pon doc
1 Ampicillin 150 3
2 Cefamandol 100 2
3 Cefotaxim 100 2
4 Ceftriaxon 100 2
5 Vancomycin 60 3
Phoi hop
6 Ampicillin+ AG - AG (aminosid: tobramycin): Liéu
7 Cefamandol + AG 8 mg/kg/24 gio, dung 1 lan trong
8 Cefotaxim + AG ngay
9 | Ceftriaxon + AG - Meronem: Liéu 60 mg/kg/ngay,
10 | Vancomycin + Meronem chia 3 lan trong ngay

Tat ca cac thudc déu dugc dung qua dudng tinh mach

+ Thay d6i khéng sinh theo khang sinh do hoac theo dién bién ciia bénh.

+ Theo ddi cac biéu hién 1am sang, can 1an sang trong qua trinh diéu tri,
danh gia lai tai thoi diém ra vién

+ Tinh ty 1& khoi, d3, di ching, tir vong tai thoi diém ra vién

+ Thoi gian diéu tri: Trung binh s6 ngay diéu tri, trung binh theo lta tudi,
trung binh theo gidi

+ Panh gida mot s6 yéu t6 lién quan dén diéu tri kéo dai > 14 ngay.
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2.2.6. CAc bién sé va cach do lwong

TT | Bién sb Cach do lwong Cach thu Phan
thap loai
Pic diém 1am sang
1 Sot Tinh trang tang than nhiét Do nhi€t d4 & | Nhj phan
trén 37,5°C nach

2 Ho Tré ho Héi, quan sat
3 | Chay miii Dich xut tiét chay ra tir
miii
4 Tim tai Tim moi Quan sat
5 | Thorén Tiéng rén ¢ thi tho ra Nghe va nhin
6 Chan an Tré khong muodn an Hoi, quan sat
7 Bo an Tré khong an dugc
8 Khéng udng dugc | Khéng udng duoc
9 Tiéu chay Tré bi ti€u chay
10 | Kich thich Tré kich thich
11 |Libi Tré 1i bi
12 | Co giat Co giat cuc bd hay toan than
13 | Rat 16m 16ng nguc | Rut 10m & ranh gidi gitta Quan sét
nguc va bung
14 | Ran am/n6 C6 ran am khi nghe phoi Nghe phoi
15 | Ran ngay C6 ran ngay khi nghe phdi | bang ong nghe
16 | Ranrit C6 ran rit khi nghe phoi
17 | Hoi chung dong | Rung thang tang, ri rao phé | Kham phoi:
dac nang giam, go duc So, g0, nghe

18 | Hoi chang 3 giam

Rung thanh giam, ri rao phé

nang giam, go duc
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TT | Biénso Cach do lwong Cach thu Phan
thap loai
Pic diém cin 1am sang
19 | Bach cau Dém bang may dém huyét | Phiéu tra 1oi Lién tuc
hoc tu dong két qua ctia
20 |CRP Dinh lugng CRP khoa xét
nghi¢én
21 | X-quang phoi Xac dinh ton thuong phoi | Phiéutraloi | Dinh
bang k¥ thuat X-quang két qua cua danh
khoa CDHA
22 | Cay mau Xac dinh phé cau tu dong | Phiéu tra 16i
trén may két qua tr
23 | Chydichtyhdu | Xac dinh phé chu bing phong xet
C nghi¢m
phuong phap cay dém
24 | PCRdichmang | Xac dinh phé cau bang k¥
phoi thuat Realtime PCR
25 | Kha nang nhay banh gia mic do nhay,
cam vai khang khang, trung gian ctia phé
sinh ciia phé cau | cau véi timg khang sinh
Két qua diéu tri
26 | Khoi bénh Tri¢u ching lam sang va Kham lam Nhi phan
can 1am sang binh thuong | sang, xét
nghiém mau,
Xquang phoi
27 | Di ching mang Day dinh mang phoi Xquang phoi,
phoi siéu am mang
phoi
28 | bo Lam sang va xét nghiém cai | Kham lam
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TT | Biénso Cach do lwong Cach thu Phan
thap loai
thién, tiép tuc ké khang sinh | sang, xét
udng & nha nghiém mau,
Xquang phoi
29 | Tirvong Bénh nhi tir vong tai vién Kham lam
sang
Mot s6 yéu t6 lién quan dén thoi gian diéu tri > 14 ngay
30 | Gi61 tinh Nam Gidi tinh cua bénh nhi Quan sat Nhi phan
31 | Tré <2 tudi Do tudi bénh nhi theo thang | Xem giay khai | Roi rac
sinh, thé bao
hiém
32 | Pén vién muodn Thoi gian tir khi ¢6 triéu Hoéi bénh Dinh
(=7 ngay) chtng dén khi nhap vién danh
33 | Tién st dung Bénh nhi c6 sir dung khang | Ho61 bénh, xem | Nhi phan
khang sinh sinh trong dot bénh nay s6 kham bénh
trugce khi va vién hay khong
34 | Bach cau ting Pém s6 lugng va chia nhém | Phiéu tra két | Nhi phan
35 | Tinh trang thiéu | Dinh luong Hemoglobin va | qua tir khoa
mau chia nhom can lam sang
36 | CRP > 60 mg/l Dinh luong va chia nhom
37 | Viém phoi thuy | Chup X-quang tim phoi, Pinh
hodc tran dich siéu Am mang phdi danh
mang phoi
38 | Kha ning khang, | Khang sinh d6 Roi rac

trung gian ctuia phé
cau voi ceftriaxon

va cefotaxim
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2.2.7. Cac ky thudt s dung trong nghién ciru

- K¥ thuat tham kham lam sang

- X4c dinh céc chi sb huyét hoc

+ Xét nghiém téng phan tich té bio mau ngoai vi

+ Phong xét nghiém dat ISO 15189 - 2012.

+ Quy trinh k¥ thut chuan da duoc phé duyét naim 2013

+ May, vat tu: Hé thong mdy dém huyét hoc tu dong XN 9000.4-
Sysmex, ADVIA 2120i — Siemens hoac DxH 900- Keckman Coulter. Hoa
chat do hang san xuat cung cap.

- Xéc dinh cac chi s6 sinh hoa

+ Xét nghiém protein C phan ing (C-Reactive Protein: CRP)

+ Phong xét nghiém dat ISO 15189 - 2012.

+ Quy trinh thyc hién da dugc phé duyét nam 2011

+ May, vat tu: May xét nghiém sinh hoa ty dong AU 5800- Keckman
Coulter hoac Advia 1800-Siemens

- X-quang tim phdi: Puoc chup theo phuong phép ki thuat sé thuc hién
trén may X-quang Care Tream.

- Siéu am phdi mang phoi: Thyc hién trén may siéu am Philips khi co
nghi ngo tran dich mang phoi.

- Chup cit 16p vi tinh 16ng ngye: Thuc hién trén may chup cat 16p vi tinh
Siemens 128.

- Nudi cay vi khuan tir dich ty hau bang phuong phap cay dinh luong

+ Bénh pham dugc ldy theo quy trinh ky thuat iy dich ty hau 1a xét
nghiém tai Bénh vién Nhi Trung wong (QTKT.PD.001.V1.0 va
QTKT.PD.001.V2.0)

+ Dich ty hau dugc cdy theo quy trinh QTXN.VS.007.V3.0

Cay dinh luong vao moi truong thach mau va thach CO, sau d6 @ 4m

mdi truong ¢ nhiét do 35°C/5%CO, qua dém sau d6 quan sat khuan lac trén
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moi trudng nudi cdy: Néu trén moi trudng c6 khuan lac nghi ngd phé cau voi
dic diém 16m o giira, tan huyét alpha, néu khong c6 khuan lac thi tiép tuc theo
doi them 24 gid.

Nhuom Gram theo quy trinh nhué¢m Gram QTXN.VS.024

Pinh danh vi khuin bang hé théng tu dong VITEK MS theo quy trinh
QTXN.VS.160.

- Cay mau tim vi khuan

+ Bénh pham duoc iy theo quy trinh lay mau QTKT.PD.025.V1.0

+ K¥ thuat cay va xac dinh két qua theo quy trinh QTXN.VS.010.V3.0.

U chai chita bénh pham vao hé théng may cdy tu dong.

Khi mau bao duong thi thyc hién cdy chuyén tir chai mau duong 1én moi
truong nud cdy, U moi trudng nudi cdy & 35°C

Dinh danh vi khuan bing hé thong ti dong.

Néu dén 5 ngay ma van am tinh thi s& tra 1oi két qua am tinh.

+ Giam sat: Cac bude thue hién duoc tién hanh theo quy trinh va c6 su
giam sat cua Truong khoa vi sinh, Bénh vién Nhi Trung vong.

+ Tiéu chudn phong xét nghiém: dat tiéu chuan ISO 15189 nam 2014.

- K§ thuat khang sinh do: Puoc tién hanh theo quy trinh QTXN.VS.161
ctia Bénh vién Nhi Trung uong, trém may khang sinh do ty dong VITEK2.

- K§ thuat Real time PCR tim vi khuan trong dich mang phéi

+ Chi dinh: Chi dinh khi c6 tran dich mang phoi

+ Lay bénh pham: Bénh pham dugc lay trong qua trinh choc do dich
mang phoi va van chuyén dén phong xét nghiém trong vong 1 gio.

May tach chiét DNA: St dung may tach chiét ty dong MagNA 96
(Roche), dugc trang bi canh tay robot thuc hi¢n thao tac xu ly mau nén khong
c¢6 hién twong nhidm chéo. Hoa chat tach chiét ADN bang b sinh pham

QlAamp PCR Mini kit (QIAGEN Co., Singapore).
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May realtime PCR-ABI 7500 Fast hodc may realtime PCR-Biorad-CFX.
Hoa chit thuc hién phan ung: St dung ‘RT-PCR Master Mix 2X
concentration’ cua hang Invitrogen.

Mau do (Tagman probe): Str dung mét trinh tu oligonucleotide dic hiéu,
gan chat huynh quang), cting véi cac primer dic hiéu cho phat hién phé cau

+ K¥ thuat: Xét nghiém phéat hién phé cau duoc thyc hién tai Phong xét
nghi¢m Nghién ctru Sinh hoc phan tor cac bénh nhiém trung, Bénh vi¢n Nhi
Trung wong qua cac budc nhu sau:

Tach chiét acid nucleic

Xt 1y bénh pham trude khi tach chiét: Bénh pham dich mang phdi duoc
ly tam ¢ 3000 vong/ phut, trong 5 phit sau d6 thu phan can, tién hanh tach
chiét va thuc hién xét nghi¢m.

Tach chiét DNA/RNA trén hé théng ty dong MagNA Pure 2.0 (Roche).

Chay phan ung trén hé théng may Realtime PCR.

Van hanh may Realtime PCR: Theo quy trinh ctia khoa Nghién clru
SHPT cac bénh Truyén nhiém (HDSD.PT.002.V1.0).

Xét nghiém dugc thyc hién trén may realtime PCR- ABI 7500 hoac
realtime PCR-ABI fast 7500.

Nghién ctru nay st dung trinh ty ADN déac hiéu cho tung tdc nhan vi
khuan dich va dau do (probe).

Quy trinh nhiét do TCYTTG cung cip: Quy trinh bat dau ¢ 50°C trong
2 phut, tiép dén 95°C trong 2 phut, sau d6 di vao 45 chu ky véi cac budc
nhi¢t: 95 d6 Cx 15 va 60° C x 30”.

Xac dinh két qua: Poc két qua truc tiép qua phan mém cia may.

+ Giam sat: Cac budc thuc hién duoc tién hanh theo qui trinh va cé su
gidm sat cia Trudng khoa.

+ Kiém dinh: Hang nim c6 tham gia chuong trinh ngoai kiém cua

NRLEQAS cua Australia.
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+ Tiéu chudn phong xét nghiém: Pat tiéu chuan ISO 15189 niam 2014.
2.2.8. Cac chi sé nghién ciru
2.2.8.1. Nghién ciru déic diém lam sang

Mo ta 1am sang bénh viém phoi thong qua phong van bénh nhi hoidc cha
me bénh nhi. Kham tong quat phat hién céc triéu chimg va dau hiéu toan than,
co nang, thuc thé.

- C4c déu hiéu toan than

banh gia tinh trang ¥ thirc, can nang, chiéu cao, nhip théd, mach, nhiét dg,
do bao hoa oxy do qua da (SpQO2).

+ Nhiét d6: Tré co sét hay khong, sot duoc dinh nghia 13 khi nhiét d6 cta
tré > 37,5°C khi c@p nhiét d§ ¢ nach.

Sot nhe: tir 37°5 C dén dudi 38°5 C

Sot vira: tir 38°5 C dén dudi 39°5 C

SOt cao: tlr 39°5 C trd 1én

+ Tré c6 dn kém hay bo an hay khong, tré khong udng duoc hay khong

+ Tré c6 tim tai hay khong

+ Panh gid dinh dudng: Phan dd suy dinh dudng theo phan loai cua
WHO 2006 [182]. Chia theo thang diém Z score

Binh thudng: Can nang tir - 2SD dén + 2SD

Thtra can: Khi can nang cua tré >+ 2SD

Béo phi: Khi can nang cua tré >+ 4SD

Suy dinh dudng (gdy com) can ning < - 2SD

- Céc triéu chimg cta co quan hd hip, Panh gia theo huéng din cua
WHO [183].

+ Ho: Thoi gian xuat hién, mirc do

Ho khan: tiéng ho trong, khong c6 dom

Ho dom: ho thuong xuyén c6 dom, c6 thé khac ra dom c6 mau trong

hoac trang duc, vang, xanh.
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+ Khan tiéng

+ Tho nhanh: dém nhip thd trong 1 phut khi tré nam yén dé xac dinh thé
nhanh khi tan sb tho ting 16n hon tan s6 tho sinh 1y.

Nhip thé > 60 1an/phit véi tré tir 1 thang toi dudi 2 thang tudi

Nhip thé > 50 lan/phit véi tré tir 2 thang toi dudi 1 tudi

Nhip thé > 40 1an/phit véi tré tir 1 t6i dudi 5 tudi.

+ Kho tho: 1a thd khong binh thuong, dugc mo ta nhu: Thé nhanh, co
tiéng thé khac thuong, nguc hay bung di dong khac thuong.

Tho ging strc: phap phong canh miii, co kéo co ho hap, rat 16m 10ng
nguec.

Ngumng thd: con ngimg thd ngan hoic khong tho.

+ Tiéng ran ¢ phdi: Phoi co ran phé quan hay ran am, rit, ngay. Ran &
phdi dugc danh gia & tit ca trudng phdi nhu phia trude, sau, trén dudi, ron
phoi cling nhu ving ria phoi hai bén.

+ Thay d6i rung thanh: Tang trong trudng hop viém phdi c6 ton thuong
dong dic, giam trong truong hop c6 tran dich mang phoi.

+ Rt 16m 16ng nguc: D6i voi tré dudi 5 tudi: 1a dau hidu phan dudi 1ong
nguc 10m vao khi tré hit vao.

- Céc dau hiéu khac o thé gip trong viém phdi do phé cau

+ Herpes moi, 6 ma.

+ Thiéu mau huyét tan: Da xanh, vang da; xuat huyét giam tiéu cau

+ Roi loan tiéu hoa: Non, tiéu chay, dau bung.

+ Réi loan tim:

Tim to duoc danh gia trén X-quang nguc thang, chi sd tim- nguc trén
50%.

Tran dich mang tim: dién tim to trén phim X-quang tim phdi thang va
siéu &m tim c6 dich mang tim.

Nhip tim nhanh: Nhip tim nhanh tinh theo lta tudi:
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<2 thang: trén 160 nhip/phut.

2 - 12 thang: trén 140 nhip/phut

>12 thang : trén 120 nhip/ phit

+ Biéu hién vé than kinh: Cing gy, kich thich hoic li bi, hon mé.

- Chi s danh gia dién bién bénh

+ Tho1 gian bi bénh.

+ Khéng sinh dung trudc khi vao vién (loai khang sinh, sé ngdy dung
thude).

+ Khang sinh dung trong thoi gian nam vién (loai khang sinh, s6 ngay
dung thude).

+ Thoi gian sot, thoi gian hét s6t ké tir luc bat dau dung khang sinh.

+ Tho1t gian thd 6 xy, thd may

+ Thoi gian hét triéu chimg 1am sang

+ Tién trién bénh: khoi hoan toan, khoi c¢6 bién chimg, tir vong
2.2.8.2. Nghién ciru déic diém cdn 1am sang

- Tong phan tich té bao mau ngoai vi

+ S6 luong bach cau mau ngoai vi dugc danh gia ting hay binh thudng
theo ltra tudi [11].

+ Huyét sic t6: Thiéu mau hay binh thudng dya vao nong do huyét sic to
(Hemoglobin-Hb) [13].

- CRP: Gia tri tang khi CRP > 6 mg/I.

- X-quang tim phdi

+ Hinh anh viém phé quan phoi

+ Hinh anh viém phéi thuy

+ Hinh anh tran dich mang phoi

- Siéu am phdi mang phoi: Hinh anh déng dic phdi, tran dich mang phoi

- Chup cat 16p vi tinh 16ng nguc

Hinh anh gia nang, ap xe hodc hoai tir phoi
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- X4c dinh vi khuan

+ CAy dinh lugng dich ty hau duong tinh, dinh danh bang may tu dong

+ Cay mau duong tinh, cdy dich mang phdi duong tinh, dinh danh bang
may tu dong

+ Xét nghiém RealTime PCR duong tinh v6i phé cau

- Kha ning nhay cam cta phé cau duoc doc trén may khang sinh dd tur
dong
2.2.8.3. Pdnh gid két qua diéu tri khi ra vién

Duya vao cac triéu ching toan than nhu ¥ thire, nhiét d, kha nang héap thy
thirc n va cac triéu chimg vé ho hdp nhu nhip tho, thd ging sirc, co kéo co
ho hép, nhu cau st dung oxy, SpO,, va dua vao xét nghiém bach cau, CRP,
X-quang phoi.

- Khoi bénh: Bénh nhi tinh tdo hoan toan, dn udng tét, hét st it nhat 3
ngdy, thd binh thuong, khong ho, bach cau va CRP tré vé binh thudng,
Xquang phdi trd vé binh thuong, khong dung khang sinh sau khi ra vién,
khong ¢o6 di ching.

- Bénh d6 khi cai thién cac triéu chirng 1am sang va can lam sang nhung
khong thudce tiéu chuan khoi bénh, tré tinh tdo hoan toan, dn uéng duoc, co
thé theo ddi va san soc tai nha, tiép tuc dung khang sinh dang uéng sau khi ra
vién, khong co di ching.

- Di chitng day mang phdi phat hién bang siéu 4m mang phoi

- Tt vong: Trong qua trinh diéu tri tré tir vong.
2.2.8.4. Phdn loai két qua theo thoi gian va mot sé yéu to lién quan dén thoi
gian diéu tri.

- Thoi gian diéu tri < 14 ngay

- Thoi gian diéu tri > 14 ngay

- Mot sb yéu t6 lién quan dén thoi gian diéu tri > 14 ngay
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2.3. Cong cu sir dung trong nghién ciru

- Bénh an nghién ctru: Phu luc.

- Phan mém thu thap sb liéu EpiData .

- Phan mém phén tich s liéu Stata 10, SPSS 20.

2.4. C4c sai s6, nhiéu va bién phap khdng ché

Gdm sai s6 do luong, xéac dinh triéu chung, sai s6 chon mau, sai sd nhé
lai va yéu td nhidu nhu mac do nang nhe cua bénh, tudi cua bénh nhi, thoi
gian diéu tri . Dé khdng ché cac sai s6 va yéu td nhidu ndy ching t6i soan miu
bénh an chi tiét, tiéu chuan chon mau 1o rang, chon mau ngau nhién theo cong
thirc chuan véi ¢d mau tdi thiéu 16n do chip nhén sai s6 thap va do tin cay
cao. Tham kham can than, it nhat 2 bac sy chuyén khoa h6é hip nhan dinh
triéu chung, trong nhitng truong hop kho can xin y kién cta truéng khoa hoic
héi chan bénh vién. Str dung cac thuat toan thong ké dé loai trir cac yéu tb gay
nhiéu.

Chiu trach nhiém chan doan va liy déi twong vao nghién ciru.

- Truong khoa Ho6 hap Bénh vién Nhi Trung uong 13 ngudi chiu trach
nhiém cudi cing cho cac trudng hop chan doan xac dinh trudng hop bénh
viém phoi, viém phdi do phé cau.

- Nghién ctru sinh 1a ngudi chiu trach nhi€ém chinh cho viéc lua chon dbi
tugng vao nghién ctru hodc loai trir dbi twong khong dat yéu cau.

2.5. Phwong phap tich va xir tri so liéu

- Théng ké mo ta

Céc bién s6 dinh luong duoc kiém tra phan phéi ctia sd lidu. Dbi voi céc bién
dinh luong c6 phan bd chuan, ching ta st dung gia tri trung binh va do léch
chuan. Déi véi cac bién dinh lwrong khéng ¢ phan bd chuan, ching ta st dung gia
tri trung vi, gia tri nho nhat, gia tri 16n nhat.

Céc bién s6 phan loai dugc trinh bay bang bang phan bé tan s6 va ty 1é phan

tram.
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- Thong ké phén tich

+ Kiém dinh v2, Fisher exact test dugc st dung dé so sanh cac ty 1¢. Cac
kiém dinh thdng ké duoc thyc hién voi muc ¥ nghia 5%.

+ Udc tinh ty 16 méic bénh trong nghién ctru dich &, 1am sang.

+ Ty suat chénh (Odds Ratio- OR) trong nghién ctru bénh chimg.

Trong nghién ctru chung t6i str dung ty sudt chénh OR dé xac dinh muc do
lién quan gitta viém phdi do phé cau va cac yéu t6 phoi nhiém. Kha ning mic
viém phoi do phé cau & céc tré co phoi nhiém véi yéu t6 lién quan 16n gip OR lan
kha nang mic viém phoi do phé cau & cac tré khong phoi nhiém véi yéu t6 lién
quan.

Khi khoang tin cay khong chtra 1 thi ta loai bo gia thuyét Ho, nghia 1a su két
hop giita yéu td phoi nhiém va viém phoi do phé cau c6 y nghia thong ké ¢
ngudng xéac suit p (p < 0,05 néu la khoang tin cay 95%).

Khi tri s6 cia OR = 1 thi khong c6 su két hop giita viém phoi do phé cau va
yéu td phoi nhidm vi d6 chénh cta phoi nhiém trong nhém viém phdi do phé cau
s& bang d6 chénh cta phoi nhiém trong nhom viém phéi khong do phé cau.

Khi OR nho hon 1 thi ¢6 két hop am tinh, ttc 13 c6 hidu qua bao vé giira yéu
t6 phoi nhiém va viém phéi do phé cau.

Khi OR 16n hon 1 thi c6 sy lién quan giita viém phoi do phé cau va yéu tb
phoi nhiém. Tri s6 OR cang 16n thi sy két hop giita viém phdi do phé cau va yéu
t6 phoi nhiém cang manh.

+ Trac nghiém chinh xéc Fisher’s

Tric nghiém chinh xac Fisher’s ding dé so sanh cac ty 16 duéi dang dir kién
nhi thirc va véi bat ky c& mau nao, cho gi tri chinh x4c ciia p trong khéc biét quan
sat.

2.6. Pao dirc trong nghién ciru

- Chi nghién ciru nhitng d6i twong tu nguyén tham gia.
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- Bdi twong nghién ciru duge thong tin va giai thich rd rang vé muc dich,
quyén loi va nghia vu khi tham gia vao nghién ctru, ddi twong nghién ciru
dugc quyén rat khoi nghién ctru.

- Nghién ctru dua trén cac bién phap chan doan va diéu tri truyén thong
dung quy dinh ctia Bo Y té, khong gy nguy hiém thém cho bénh nhi

- Pam bao bi mat ctia ngudi cung cip thong tin va két qua nghién ctru.

- Két qua nghién ctru chi phuc vu cho strc khoe cong dong va bénh nhi,
ngoai ra khong nham muc dich nao khac.

- Viéc tién hanh nghién ctru c6 xin phép va duoc sy chap thuan ciia Hoi
d6ng chidm dé cuong chi tiét va dao dirc trong nghién ctru ciia Vién Sbt rét-
Ky sinh tring- Coén tring Trung wong va Hoi dong y dirc ciia Bénh vién Nhi

Trung wong.
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Bénh nhi viém
phoi nhép vién

Y

Xét nghi¢ém
vi sinh

So d6 thiét ké nghién ciu

Bénh nhi viém phdi
do nguyén nhén
khac

Bénh nhi viém phdi
khong do phé cau

Bénh nhi viém phdi
do phé cau

.

Muc tiéu 1
Xac dinh mot so dac

diém dich t€ 1am sang va

yéu to lién quan cua
viém phoi do phé cau

A

4

Muc tiéu 2
Mo ta déc diém lam
sang, can lam sang
va tinh khéang khang

sinh cua phé cau

bicu tri
viém phoi
do phé cau

Muc tiéu 3
bénh gia két qua

— v

A

didu tri

Khoi bénh
hoan toan

D& bénh

Di chung

Hinh 2.1. So dd thiét ké nghién ciu
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Chuong 3.
KET QUA NGHIEN CUU

3.1. Pic diém dich t& va yéu té lién quan cia viém phoi phé ciu & tré em
3.1.1 Pic diém chung vé dich té

Bang 3.1: Ty 1é céc loai viém phdi chung

Loai viém phdi S6 lwong Ty 1é (%)

Viém phoi do phé cau (VPPC) 165 44,00
VPPC dong nhiém virus 15 4,00
VPPC dong nhiém M. pneumoniae (MP) 5 1,33
VPPC + MP + virus 1 0,27
Viém phoi do Haemophilus influenzae (VPHI) 46 12,27
VPHI + virus 3 0,8

Viém phoi do MP (VPMP) 32 8,53
VPMP + hoac HI hoac MC hoac virus 8 2,13
Viém phéi do Moraxella catarhalis (VPMC) 15 4,00
VPMC + virus 1 0,27
Viém phoi do vi khuan khac 6 1,60
Viém phoi do virus 5 1,33
Viém phoi khéng tim thay nguy@n nhan 73 19,47
Tong 375 100

Trong tong s6 375 trudng hop duoc chan doan viém phoi bang 1am sang
va X-quang nguc c6 165 truong hop viém phoi do phé cau don thuan, chiém
44%, viém phoi do phé cau dong nhiém véi virus chiém 4%, viém phoi do
phé cau dong nhiém v4i Mycoplasma pneumoniae chiém 1,33% va viém phoi
do phé cdu dong nhidm voi ca Mycoplasma pneumoniae va virus chiém
0,27%, c6 19,47% khong tim thay nguyén nhan.
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Bang 3.2: T¥ 1¢ viém phéi phé ciu theo tirng nhom tudi

Tuoi VPPC don thuan p
(thang) | So6 xét nghiém | S dwong tinh | Ty 1é (%)

1-<2 11 3 27,28 <0,001
2-<12 142 71 50,00
12-<24 126 61 48,41
24 - < 60 96 30 31,25

Tong 375 165 44,00

Nhom tudi tir 2 dén duéi 12 thang tudi viém phoi do phé cau c6 ty 1é cao
nhat, chiém 50% trong tong sd tré bi viém phoi ctia nhom, sau d6 dén nhom
tré tir 12 thang dén dudi 24 thang (48,41%). Vay nhom tudi tir 2 thang dén
dudi 2 tudi c6 ty 1& viém phdi phé cau 1a 49,25% (132/268) trong tong sb
viém phéi ctia nhom.

50

a5 43.03
40 36.97
35
$ 30
@ 25
=20 18.18
15
10
5 1.82
0 —
1-<2 2-<12 12-<24 24 -<60
Tubi (thang)

Hinh 3.1: Phan b6 bénh nhi viém phdi do phé ciu theo Itra tudi (n=165)

Viém phoi do phé cau & tré em cao nhat & nhom tudi tir 2 thang dén dudi

12 thang sau d6 giam dan.
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BNam BN«

65%

Hinh 3.2: Phan b bénh nhi viém phoi do phé cau theo gidi (n=165)
Tré nam bi viém phoi do phé cau nhi€u hon nit, nam chiém 65%, nir

chiém 35% (ty 1é nam/nir 1a 1,89/1).

Bang 3.3: Phan b6 viém phdi phé cau theo nhom tudi va giéi tinh

5
A

Tuol

Nir

Nam

Tong p

(thang) Sb lwong (%)

S6 lwong

(%) S6lwong (%)

1-<2 2 66,67 1 33,33 3 1,82 0,81
2-<12 23 32,39 48 67,61 71 43,03
12-<24 21 34,43 40 65,57 61 36,97

24 - <60 11 36,67 19 63,33 30 18,18

Tong 57 34,55 108 65,45 165 100

Tré nam chiém ty 1€ nhi€u hon nit & phan 16n cac nhom tu6i. Tré & do

tudi tir 2 thang dén 11 thang tudi chiém ty 1& cao nhat trong téng s tré bi

viém phoi do phé cau. Tir bang nay ciing cho thdy viém phoi do phé cau & tré

em tir 2 thang dén dudi 24 thang tudi chiém dai da sé viém phdi do phé cau &

tré em dudi 5 tudi (132/165: 80%).



65

30

25

]
[=]

S6 lwong
=
L

10

Thang Thing Thang Thiang Thang Thiang Théng Thing Thing Thing Thing Thang
1 2 3 4 5 6 7 8 9 10 11 12

Thang trong nam

Hinh 3.3: Phan b6 viém phoi do phé cau theo thang trong nim (n=165)
Viém phdi phé cdu & tré em hay gip nhét vao thang 10, sau d6 dén thang
3, tir thang 4 dén thang 7 bénh it gap hon.

26%

74%

B NOng thén @ Thanh thi

Hinh 3.4: Phan bo bénh nhi theo dia du (n=165) ,
Viém phoi phé cau & tré em hay xdy ra & thanh thi hon nong thon, ty so

gitra thanh thi/nong thon 1a 2,8/1.
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Bang 3.4: Phan bd theo thoi gian mac bénh trwéc nhap vién (n=165)

Thoi gian mic bénh S6 lwong Ty 18 (%)
<3 ngay 47 28,48
4- 6 ngay 56 33,94
> 7 ngay 62 37,58
Tong 165 100

Nhap vién mudn tir ngay thir 7 chiém ty 1& cao nhét (37,58%), sau d6 dén
nhap vién trong 4- 6 ngay bi bénh (33,94%, nhdp vién sém trong 3 ngay dau bi
bénh chiém ty 1¢ thdp nhat (28,48%).

64%

B Khong sir dung khang sinh B Stwr dung khang sinh

Hinh 3.5: Ty I¢ dung khang sinh trudc khi vao vién (n= 165)
Trong s6 bénh nhi viém phdi phé cau vao vién diéu tri c6 64% bénh nhi

da dung khéang sinh trudc khi vao vién.,

47%

Macrolid ®Zinnat m@Augmentin @ Khang sinh khac

10%

Hinh 3.6: Ty 1€ cac loai khang sinh dwgc dung trwéce vao vién (n=106)
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Trong sb bénh nhi viém phdi phé ciu dung khang sinh trude khi vao
vién, ¢6 31% bénh nhi dung macrolid, 12% bénh nhi dung zinnat, 10%
beenhjnhi dung augmentin, c6 47% bénh nhi da dung khang sinh nhung
khong nh¢ tén khang sinh.

Bang 3.5: Phan bd theo dic diém gia dinh bénh nhi (n=165)

Pic diém S6 lugng Ty Ié (%)
Nghé nghiép bo Cong nhan 25 15,15
CBCC-VvC 62 37,58
Tu do 78 47,27
Nghé nghiép me Cong nhan 14 8,49
CBCC-VvC 73 44,24
Tu do 78 47,27
Tiép xuc moi Co 52 31,52
truong tap thé Khéng 113 68,48

Lao dong tu do chiém ty 1é cao nhat trong nghé nghiép cua ca bd va me
ctia bénh nhi. S6 tré c6 tiép xuc vi moi trudng tap thé chiém 31,52%.

Bang 3.6: Pic diém méi trudng séng caa bénh nhi (n=165)

Pic diém méi truong séng S6 lwong Ty 1é (%)

Tiép xuc véi Co 51 30,91
khoi bui Khéng 114 69,09
Tiép xuc véi Co 90 54,55
khoi thudc 14 Khong 75 45,45
Nguoén nudc Nudc may 116 70,30
sur dung Nuéc giéng 57 34,55
Nudc mua 13 7,88

Nudi chd, meo Co 72 43,64

Khong 93 56,36
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Ty 1¢ tré viém phdi phé cau co tiép xtc voi khoi bui 13 30,91%. Trén mot
nta tré ¢ tiép xtc vai khoi thude 14 (54,55%), diéu nay 1a dang bao dong.
Ngudn nude sir dung cha yéu 1a nuée may, chiém 70,3%, ty 18 sir dung nude
giéng van con cao, chiém 34,55%, con 7,88% van st dung nudéc mua. Ty 1¢
nudi thl cung trong gia dinh 1a 43,36%.

Bang 3.7: Pic diém diéu kién kinh té x4 hdi ciia gia dinh bénh nhi (n=165)

Pic diém VPPC
S6 lwong Ty 1 (%)

S6 nguoi trong <4 43 26,06
gia dinh

>4 122 73,94
Loai nha ¢ Cap 4 45 27,28

Nha tang 103 62,42

Chung cu 15 9,09

Biét thu 2 1,21

Phan tich dac diém cua cac gia dinh ctiia bénh nhi viém phoi do phé cau
thay da so6 céc gia dinh c6 con bi viém phdi do phé cau c6 sé nguoi trong gia

dinh tir 5 nguoi trd 1én, chiém 73,94%. O nha tang lau chiém 62,42%, ¢ nha

cép 4 van con 27,28%.
Bing 3.8: Pic diém tién sir san khoa ciia viém phoi do phé cau (n=165)
Tién sir san khoa VPPC
S6 lwong Ty 18 (%)

Tht tu sinh Con dau 81 49,09
Con tha 2 67 40,61

> Con thir 3 17 10,30

Tién su sinh Sinh thuong 81 49,09
Sinh mo 84 50,91

Cén nang luc Binh thuong 152 92,12

sinh Thap can 13 7,88
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Tré b1 bénh chu yéu & con dau va con thir 2, sinh mé chiém 50,91%, can

nang lUc sinh thap chiém 7,88%.

Bang 3.9: Pic diém tién sir nudi dwdng, tién sir bénh (n=165)

Tién sir nudi duwdng, bénh kém VPPC
Sélwong Ty Ié (%)
BU me hoan toan Cé 31 18,79
trong 6 thang dau Khéng 134 81,21
Tinh trang dinh Binh thuong 150 90,91
dudng Suy dinh dudng 10 6,06
Thura can, béo phi 5 3,03
Tim Bam sinh Cé 2 1,21
Khong 163 98,79

Tré viém phoi phé cau c6 ty 18 bu sita me hoan toan chi chiém 18,79%,
tinh trang suy dinh dudng, thira can, béo phi con chiém 9,09%.

Bang 3.10: Tién sir tiém chiing (n=165)

Loai vic Xin VPPC
S6 lwong Ty 1é (%)
Tiém chuing bu 108 65,45
mao rong Khéng 57 34,55
Vac xin lien  Co 9 5,45
hop phé ciu  Khong 156 94,55

Tré viém phoi phé cau ¢ ty 1¢ tiém chung mé rong chua dy du con
cao, chiém 34,55%, chi ¢ 5,45% tré duoc tiém phong vic xin lién hop phé

cau.
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3.1.2. Mgt sé yéu té lién quan dén viém phéi do phé cau ¢ tré em
Bang 3.11: Yéu t6 tudi, giéi trong viém phdi phé ciu & tré em
VPPC VP khac D

Cac yéu to

S6lwong Tylé Sélwong Ty lé

(%) (%)
Tudi <2 135 81,82 50 81,97 0,725
(o) 7 30 18,18 11 18,03
Gioi  Tretrai 108 65,45 41 67,21
Tré gai 57 34,55 20 32,79 0828

Phén tich yéu t6 tudi véi viém phoi phé cau chung ta thiy ty 18 tré dudi 2
tudi viém phdi phé cau chiém 81,82%, nhung khi so sanh v&i viém phoi do H.
influenzae va viém phoi do M. catarhalis thi khéng cé lién quan c6 y nghia
thong ké giira tudi dén viém phdi do phé cau vi ty 18 tré dudi 2 tudi viém phdi
do H. influenzae va viém phoi do M. catarhalis chiém dén 81,79%.

Tuong tu véi gidi tinh, khong c6 lién quan c6 ¥ nghia thong ké dén viém
phoi phé cau & tré em véi p> 0,05.

Bang 3.12: Lién quan giira tién sir sin khoa, tién sir bénh, tinh trang

dinh dwdng dén viém phdi do phé ciu

VPPC VP khac
CA4c yéu to OR; P
S6 Tylg S6 Tylg 95%CI
lwong (%) lwgng (%)

Tién su Sinh mo 8 5091 31 50,82 1,00: 0,69
sinh Sinh thuong 81 4909 30 49,18 0,57-1,84

Cannang Thap (< 2500gr) 13 7,88 5 8,33 0,94, 0,87

ldesinh “Binh thuong 152 92,12 55 91,67 0.29-344
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Timbam Cé 2 121 2 3,28 0,36; 0,21
sinh Khéng 163 9879 59 96,72 004-224
Khokhé  Cb 56 3373 12 19,67 200
tai didn,  Khéng 109 66,27 49 80,33 " 0,04
o 1,10- 4,63
Tinh trang Qua céan, béo 15 10,06 3 4,92 1,93; 0,22
dinh phi, suy dinh 0,59-11,9
dudng dudng

Binh thudng 150 89,94 58 9508

Kho khé tai dién o tré nho hay hen ¢ tré 16n c6 nguy co viém phdi phé
cau gap 2,09 1an so v6i nhiing tré khong c6 tién sir kho kheé tai dién hay hen
(95% ClI: 1,10- 4,63, p< 0,05).

Bang 3.13: Lién quan giira tinh trang tiém chiing dén viém phoi phé ciu

VPPC VP khac OR;
Loai vac xin  sé lwgng, (%) so lwong, (%) 95%Cl p
TCMR Thiéu 57 (34,55) 21 (34,43) 1,01;
bu 108 (65,45) 40 (65,65) 0,54-1,86 0,988
PCV  Khong 156 (94.55) 57 (95,00) 0,91;
C6 9 (5,45) 3 (5,00) 0,28-4,09 0,923

Khéng co6 lién quan gitra tinh trang tiém ching m¢ rong (TCMR) va tinh
trang tiém phong phé cau (PVC) voi viém phdi do phé cau.

Bang 3.14: Cac virus déng nhiém véi viem phoi phé cau

Virus S6 lwong Ty I8 (%)
RSV 13 81,25
Adenovirus 2 18,75

Tong 15 100
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Trong nghién ctr ciia chiing tdi ¢ 2 virus dong nhiém véi viém phdi phé
cau 1a RSV (81.25%) va adenovirus 18,75%).

Bang 3.15: Tinh trang dong nhiém virus va viém phéi phé ciu

Pong nhiém VPPC VP khéac

Solwgng Tylé% Solwong Ty I1é% P
Pong nhiém 15 8,33 4 6,15
Pon thuan 165 91,67 61 93,85 0,602

Pong nhiém virus khdng lién quan dén viém phoi do phé cau.
Bang 3.16: Lién quan giira mot s yéu t6 méi trwong, diéu kién kinh té-

x4 hoi dén viém phoi phé cau

VPPC VP khéac OR;
Cacyéutdo Sdlwong Tylé% Sdluwong Tylé%  95%CI p
Khoi bui
Co 51 30,91 15 24,59 1,37, 0,321
Khong 114 69,09 46 7541  0,72-2,73
Thuéc 14
Co 90 54,55 24 39,34 1,85; 0,043
Khong 75 45,45 37 60,66 1,11-3,34
Nudi chg, meo
Co 72 43,64 15 25,00 2,32, 0,013
Khong 93 56,36 45 75,00 1,18-441
Tiép x0c véi méi truwong tap thé
Cé 52 31,52 21 34,43 0,88; 0,855
Khong 113 68,48 40 65,57 0,57-1,96
Néu iin bang bép gas
Cé 149 90,30 48 78,69 2,52; 0,025

Khéng 16 9,70 13 21,31 1,09- 5,34
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- Yéu t6 tiép xuc véi khai bui c6 nguy co viém phdi do phé cau 1a 1,37
lan, tuy nhién lién quan nay khong cé y nghia thong ké véi p> 0,05.

- Tiép xtc vé6i khoi thude 14 c6 nguy co viém phdi do phé cau 1a 1,85 lan
(95%CI: 1,11- 3,34, p< 0,05).

- Gia dinh nudi chd, méo ¢6 nguy co viém phdi do phé cau 1a 2,32 lan
(95%Cl: 1,18- 4,41, p< 0,05).

- Nau #n bang gas ¢ nguy c6 nguy co viém phdi do phé cau 1a 2,52 lan
(95%Cl: 1,09- 5,34, p< 0,05). Trong nghién ctru cia chiing t6i, yéu 6 tiép xtc
v6i moi trudng tap thé khdng lién quan dén viém phoi do phé cau.

Bang 3.17: Lién quan giira nghé nghiép ciia b6, me ciia bénh nhi dén

viém phoi do phe cau

VPPC VP khac
CA4c yéu t6 n (%) n (%) p

Nghé nghiégp  Céng nhan 14 8,49 3 4,92 0,281
cua me CBCC-VvC 73 44,24 34 55,74

Tu do 78 47,27 24 39,34
Nghé nghiép  Cong nhan 25 15,15 9 14,75 0,922
cua bd CBCC-VC 62 37,58 22 36,07

Tu do 78 47,27 30 49,18

Nghé nghiép ciia bd me khong lién quan dén tinh trang viém phoi phé

cau ¢ tré em trong nghién ctru cua chung toi.
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3.2. Pic diém 1am sang va can 1am sang viém phéi do phé ciu & tré em
3.2.1. Pdc diém 1am sang viém phéi phé cdau ¢ tré em

Bang 3.18: Triéu chirng co ning viém phoi do phé ciu

Triéu ching co ning Viém phoi do phé cau
S6 lwong Ty 1é (%)

Sot 148 89.70
Mtc d6 sot Nhe 15 9,09
Vira 64 38,79
Cao 69 41,82
Ho 157 95,15
Chay miii 150 90,91
Tim tai 21 12,73
Tho rén 8 4,85
SpO, (%) <90 9 5,45
90 - 93 11 6,67
> 94 145 87,88

Ho 1a triéu chimg chiém ty 1& cao nhat (95,15%), sot (89,70%), chay mili
(90,91%), tim tai chiém 12,73% va tho rén chiém 4,85%. SpO, dudi 90%
chiém 5,45%, tir 90%- 93% chiém 6,67%.

Bang 3.19: Triéu chirng toan than va biéu hién ngoai phdi

Triéu chirng Viém phoi do phé cau
S6 lwong Ty I (%)
Chan an 91 55,15
Bo an 4 2,42
Khong udng duoc 4 2,42
Tiéu chay 31 18,79
Kich thich 28 16,97
Li bi 7 4.24

Co giat 4 2.42
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Trong céc triéu chimg ngoai hd hip cua viém phdi phé cau, chan in chiém
ty 1& cao nhét (55,15%), tiéu chay (18,79%), kich thich (16,97%), li bi (4,24%),
co giat (2,42%), bo dn & tré 16n (2,42%), khong udng dugce & tré nho (2,42%).

Bang 3.20: Cac tri¢u chirng thue thé viém phoi do phé ciu

Triéu ching Viém phéi do phé cau
S6 lwong Ty 1 (%)
Ran am/no 133 80,61
Ran ngay 85 51,52
Ran rit 23 13,94
Rt 16m long nguc 103 62,42
Hoi chirng dong dac 6 3,64
Hoi ching 3 giam 3 1,82

Khi thaim kham phoi chung t6i thiy ran am/nd 1a triéu chimg thuc thé
chiém ty 1& cao nhat (80,61%), rat 16m long nguc (62,42%), ran ngay
(51,52%), hoi ching dong dic (3,64%) va hoi chimg 3 giam chi chiém 1,82%.
3.2.2. Pdc diém can 1am sang viém phai do phé cau ¢ tré em

Bing 3.21: Két qua bach cau, CRP ciia viém phdi do phé cau (n=165)

Xét nghiém mau Viém phéi do phé cau
S6 lwong Ty 1 (%)
Bach cau Binh thuong 13 7,88
Tang 152 92,12
CRP Binh thudng 54 32,73
Ting 111 67,27

Trong viém phoi phé cau & tré em, bach cau tang trong mau chiém ty I¢

rat cao (chiém 92,12%), CRP ting chiém 67,27%.
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% :
40,61%

59,39%

BThicu mau M@Khong thieu mau

Hinh 3.7: Tinh trang thiéu mau ciia bénh nhi (n=165)

C6 67 bénh nhi viém phoi do phé cau biéu hién thiéu mau (40,61%).
Bang 3.22: Hinh anh ton thwong trén X-quang phoi

Viém phéi do phé cau

Hinh anh ton thwong X-quang phdi

S6 lwgng Ty 1é (%)

Hinh anh viém phé quan phoi 132 80,00
Hinh anh viém phai thay 33 20,00
Hinh anh tran dich mang phoi 8 4,85

Hinh anh t6n thuong trén X-quang phoi trong viém phoi do phé cau & tré
em bao gdm hinh anh viém phé quan phdi chiém ty 1é cao nhét (80%) va hinh
anh viém phoi thuy chiém 20%. Hinh anh tran dich mang phoi 13 hinh anh

bién chirng cua viém phoi phé cau, chi chiém 4,85%.
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3.2.3. Mac d¢ ndng cia bénh viém phai do phé cau ¢ tré em

68%

B VPPC khong nang @ VPPC nang

Hinh 3.8: Phin b viém phéi phé ciu theo mirc d§ ning ciia bénh (n=165)
Ty I¢ viém phéi nang do phé cau chiém 68%, ty 1€ nang/khong nang 1a 2,1/1.
3.2.4. Cac phwong phdp chén dodn phé cau

Bang 3.23: Phan b6 cac phuong phap chin doan phé cau (n=165)

Phuong phap chin doan S6 lugng Ty 1€ (%)
Realtime PCR dich mang phoi 1 0,61
Cay mau 3 1,82
Cay dich ty hau 161 97,57

Trong nghién ctru ctia chiing t6i phwong phép cay dich ty hau chiém ty 1¢
cao nhat (chiém 97,57%), cdy mau chiém 1,82%, phuong phap Realtime PCR
dich mang phdi chiém 0,61%.
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3.2.5. Pdc diem khang khang sinh cia phé cdu

Bang 3.24: Tinh nhay cam khang sinh ciia phé cau

Nhom Nhay Trung gian Khang
khang sinh  Tén khangsinh  S6  Sélweng, Solweng, S lweng,
lwong (%) (%0) (%)
Penicillin Penicillin G 132 58 (43,9) 74 (56,1) 0 (0)
Penicillin V 132 5(3,8) 30 (22,7) 97 (73,5)
Amoxicillin 40 38 (95) 1(2,5) 1(2,5)
Cephalosporin  Cefotaxim 162 93 (57,4) 43 (26,5) 26(16,1)
Ceftriaxon 162 99 (61,1) 30 (18,5) 33 (20,4)
Macrolid Azithromycin 154 3(1,9) 1(0,7) 150(97,4)
Clarithromycin 68 1(1,5) 0(0) 67 (98,5)
Erythromycin 159 5(3,1) 0 (0) 154 (96,9)
Sulfamid TMP/SMX 100 9 (9) 1(1) 90 (90)
Rifampin Rifampycin 45 45 (100) 0(0) 0 (0)
Phenicol Chloramphenicol 100 81 (81) 0 (0) 19 (19)
Cyclin Tetracyclin 64 17 (26,6) 0 (0) 47(73,4)
Glycopeptid ~ Vancomycin 162 162 (100) 0(0) 0(0)
Oxazolidinon Linezolid 62 62 (100) 0 (0) 0 (0)
Quinolon Levofloxacin 162 161 (99,4) 0 (0) 1 (0,6)
Ofloxacin 98 98 (100) 0 (0) 0 (0)
Lincosamid Clindamycin 64 3(4,7) 0 (0) 61 (95,3)

Phé cau c6 ty 1¢ khang rat cao v6i cac khang sinh nhom macrolid (97,4%

voi azithromycin, 98,53% v6i clarithromycin va 96,86% v&i erythromycin),

khang 95,31% voi

khang 89.,8% v6i trimethoprim/sulfamethoxazon,

clindamycin, khang 73,44% vi tetracyclin, 19% khang v&i chloramphenicol.

Phé cau giam nhay cam véi penicillin, 56,06% khong nhay cam véi penicillin

G, 73,48% khang véi penicillin V. Tuy nhién phé cau con nhay cam 95% véi
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amoxicillin, nhay cam 100% v&i rifampycin, linezolid, vancomycin. Phé cau
giam nhay cam voi cac khang sinh cephalosporin thé hé thir 3 (C3G): 41,56%
khong nhay cam voi cefotaxim, 37,95% khong nhay cam véi ceftriaxon. Phé
cau da khang véi cac khang sinh quang trong levofloxacin.

35 32.93

30 28.05
25.61
25
S 2
(&.
e.[; 15
10
6.09 5.49
5
1.22 . . 0.61
0 [ —

Khong Khang 1 Khang 2 Khang 3 Khang 4 Khang 5 Khang 6
khang nhom nhom nhom nhom nhom nhom

S6 nhom khang sinh bi khang

Hinh 3.9: Phan b6 khang theo nhém khang sinh ciia phé ciu (n=164)

C6 2 truong hop (1,22%) phé cau khong khang véi khang sinh nao.
Khang it nhat mot khang sinh trong 3 nhém khang sinh chiém ty 1¢ cao nhét
(32,93%), c6 mot trudng hop (0,61%) khang it nhit mot khang sinh trong tat

ca 6 nhom khang sinh.

64%

B Khong da khang khang sinh #Da khang khang sinh

Hinh 3.10: Ty 1é phé cAu da khang khang sinh (n=164)
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Phé cdu khang it nhat mot khang sinh trong it nhat 3 nhém khéang sinh
chiém 64% (phé cau da khang)
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Hinh 3.11: Phan bd theo MIC ciia penicillin G

Phé cau chua khang véi penicillin G nhung ty 18 trung gian chiém dén

56%, MICsq > 2ug/l va MICgy =4 pgl/l.

Gia tri MIC pg/ml
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Hinh 3.12: Phén bo theo MIC ciia penicillin V



Phan b6 phé cau theo néng do trc ché tdi thiéu cua penicillin V da dich han

sang bén phai cta hinh v&, thé hién phé cau ¢ ty 1é khang cao véi penicillin

V, xu hudng tré nén khang hoan toan trong thoi gian t&éi. MICsg = 2ug/l va

M|C90:4Hg/|
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Hinh 3.13: Phan b6 theo MIC ciia amoxicillin
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Phé cau nhay cam v61 amoxicillin chiém ty 1€ cao nhung xu huéng dang

chuyén dich sang trung gian va khang. MICso = 1pg/l, MICgo=2pug/I.
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Hinh 3.14: Phian b6 MIC cua cefotaxim

1.85
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Phé cau da chuyén dan sang phia bén phai, nghia 1 sang trung gian va

khang véi khang sinh cefotaxim. MICsq = 1ug/l, MICgy = 4pg/I.
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Hinh 3.15: Phian b6 MIC cua ceftriaxon

Xu huéng phé cau da chuyén dan sang trung gian va khang khang sinh
ceftriaxon. MICso = 1ug/l, MICg = 4pug/l.
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Hinh 3.16: Phin b6 MIC ciia chloramphenicol

C6 19% phé cau khang v6i chloramphenicol. MICso =2 ug/l, MICgo= 9ug/I.
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Hinh 3.17: Phan b6 MIC ciia TMP/SMX

Phé cau chuyén gan nhu hoan toan sang bén khang véi khang sinh
TMP/SMX. MICsq= 160 pg/l, MICgy= 320 ug/l.
Bang 3.25. Pic diém dich té ciia viém phoi do phé cau khang khang sinh

C4c yéu té dich t&  Tinh nhay cam cuaa phé cau véi cefotaxim p
Khéang Trung gian Nhay
S6 lwong, S6 lwong, S6 lwong,
(%) (%) (%)
Tudi <2 25(96,15) 36 (83,72) 73(78,49) 0,048
(tuoi) >2 1(3,85) 7 (16,28) 20 (21,51)
Giéi  Nam 16 (61,54) 32 (74,42) 59 (63,44) 0,411
N 10 (38,46) 11 (25,58) 34 (36,56)
PCV  Khéng 25 (96,15) 40 (93,02) 89 (95,70) 0,744
Cé 1(3,85) 3(6,78) 4 (4,30)
TCMR Khéngdu 15 (57,69) 12 (27,91) 30(32,26) 0,027
Pay du 11 (42,31) 31 (72,09) 63 (67,74)

Kha niang nhay cam cua phé cau véi khang sinh cefotaxim lién quan dén
tudi cua tré bi viém phdi do phé cau, tré dudi 2 tudi it nhay cam voi cefotaxim
hon so véi tré tir 2 tudi trd 1én, voi p <0,05. Tiém chung mé rong lién quan
c6 ¥ nghia thong ké dén tinh trang khang cefotaxim ctia phé cau trong viém

phdi ¢ tré em voi p < 0,05, ty 1¢ khang cefotaxim cao & nhom tré tiém chung
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mé rong khong ddy du (57,69%). Tiém vic xin phong phé cau khong lién
quan dén tinh nhay cam khang sinh ctia phé cau véi cefotaxim, tuy nhién ty
1¢ khong tiém vic xin cao ¢ ca 3 nhém nhay cam (95,70%), trung gian
(93,02%) va khang (96,15%) ctia phé cau véi cefotaxim. Gidi tinh khong lién
quan dén tinh trang khang cefotaxim ctia phé cau.

Bang 3.26: Pic diém tri¢u chirng co niing ciia viém phéi phé ciu

khang khang sinh (n=162)

Tinh nhay cam ciaa phé cau véi cefotaxim P
Triéu ching Khang Trung gian Nhay
coning  So lwong, (%) S6 lwong, (%) So6 lwong, (%)
St 24(92,31)  40(93,02)  81(87,10) 0,560
Ho 25(96,15)  40(93,02)  89(9570) 0,843
Kho khé 24 (92,31) 35 (81,40) 70 (7527) 0,279
Tim tai 7 (26,92) 8 (18,60) 6 (6,45) 0,034

Phan tich cac triéu chimg co ning cia viém phoi phé cau trong khi xem
xét kha ning nhay cam cua phé cu voi cefotaxim, ching toi thdy rang triéu
ching tim tai chiém ty 1& cao nhat ¢ tré viém phdi do phé cau khang
cefotaxim (26,92%), giam hon & tré viém phdi do phé cdu trung gian voi
cefotaxim (18,6%), va thap nhat ¢ tré viém phoi do phé cau nhay cam véi
cefotaxim (6,45%), su khac biét ndy co y nghia théng ké voi p< 0,05. Triéu
ching s6t va ho chiém ty 18 cao & ca viém phdi do phé cau khang, trung gian

va nhay cam véi cefotaxim.
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Bang 3.27: Dic diém triéu chirng thuce thé ciia viem phoi do phé cau

khang khang sinh (n=162)

Tinh nhay cam ciia phé cau véi cefotaxim

Triéu chirng Khang Trung gian Nhay P
thucthé  S§ lweng, (%) S6 lweng, (%) S6 lwgng, (%)
Ran am/n6 24 (92,31) 37 (86,05) 72 (77,42) 0,151
Ran ngay 15 (57,69) 17 (39,53) 52 (55,91) 0,198
Ran rit 6 (23,08) 7 (16,28) 10 (10,75) 0,214
HC dong dic 0 (0) 3 (6,98) 3(3,23) 0,294
HC tran dich MP 0 (0) 1(2,33) 1(1,08) 0,749

Trong céc triéu ching thuc thé cia tré viém phodi phé cau khang khang
sinh cefotaxim, ran am/nd chiém chiém ty 1& cao nhat (92,31%). Triéu ching
ran 4m/nd giam dan & tré viém phoi do phé cau trung gian véi cefotaxim
(86,05%), thap nhat ¢ tré viém phdi do phé cau nhay cam voi cefotaxim
(77,42%). Tuy nhién su khac biét nay khong c6 y nghia thong ké véi p >0,05.

Bang 3.28: Tri¢u chirng toan than cia VPPC khang khang sinh (n=162)

Tinh nhay cam ciia phé cau véi cefotaxim

Triéu chirng Khang Trung gian Nhay p
toanthan  Sé6 lweng, (%) S6 lwong, (%)  S6 lugng, (%)

Chan an 19 (73,08) 24 (55,81) 46(49,46) 0,171
B6 an 3 (11,54) 1(2,33) 0(0)

Khéng udng duogc 2 (7,69) 0 (0) 2 (2,15)

Tiéu chay 7 (26,92) 13 (30,23) 11(11,83) 0,061
Kich thich 8 (30,77) 9 (20,93) 10 (10,75) 0,100
Li bi 5 (19,23) 2 (4,65) 0 (0)

Co giat 1(3,85) 0 (0) 3(3,23)

Phén tich céc triéu ching toan cua tré bi viém phoi do phé cau trong khi
xem xét kha ning nhay cam cta phé cau voi cefotaxim ching toi thay rang
triéu chimg chan an gip nhiéu nhat ¢ tré bi viém phoi do phé cau khang

cefotaxim (73,08%), giam dan & tré bi viém phdi do phé cau trung gian voi
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cefotaxim (55,81%), thap nhat & tré bi viém phdi do phé cau nhay cam véi
cefotaxim (49,46%). Tuy nhién sy khac bi¢t nay khong cé y nghia thong ké
v6i p >0,05. Triéu chimg vé than kinh nhu kich thich hay 1i bi gip chu yéu ¢
tré bi viém phoi do phé cau khang cefotaxim, it gip & tré bi viém phdi do phé
cau nhay cam véi cefotaxim.

Bang 3.29: Pic diém xét nghiém ciia viém phdi phé cau

khang khang sinh (n=162)

Tinh nhay cam ciia phé cau véi cefotaxim

Xeét nghiém mau Khang Trung gian Nhay p
S6 lwong, (%) So6 lweng, (%) S6 lwgng, (%)

Bach  Tang 25 (96,15) 38 (88,37) 86 (92,47) 0,52

cau  “Binh thuong 1 (3,85) 5 (11,65) 7(7,53)

CRP >60 5 (19,23) 7 (16,28) 23(24,73) 0,42

mg/l <6 21 (80,77) 36 (83,72) 70 (75,27)

Thiéu C6 13 (50,00) 18 (41,86) 35(37,63) 0,48

mau  “Khong 13 (50,00) 25 (58,14) 58 (62,37)

Bach cau ting & ca 3 mirc d6 nhay, trung gian va khang véi cefotaxim
(91,75%, 88,37% va 92,47%) . Chi s6 CRP > 60 mg/l khong dic trung cho
kha ning khang khang sinh ciia phé cau ¢ tré bi viém phoi. Triéu ching thiéu
mau chiém ty 18 cao nhit ¢ tré viém phoi do phé cau khang voi cefotaxim
(50%), thap hon & tré tré viém phdi do phé cau trung gian voi cefotaxim
(41,86%) va thap nhat ¢ tré tré viém phoi do phé cau nhay cam véi cefotaxim
(37,63%), su khac biét nay khong c6 y nghia thong ké véi p >0,05.
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Bang 3.30: Pic diém X-quang ciia viém phoi phé cidu khang khang sinh

Tinh nhay cam ciia phé cau véi cefotaxim

Ton thwong Khang Trung gian Nhay P
Xquang S6 lwgng, (%) So lwong, (%) S6 lweng, (%)
Viem phé quanphdi 22 (84,62) 36 (83.72) 73 (78,49) 0,561
Viem phéi thiy 4 (15,38) 7 (16,28) 20 (21,51)
Tran dich mang phéi 1 (3,85) 2 (4,65) 4(430) 0,658

Hinh anh ton thuong viém phé quan phoi chiém ty 1é cao & tré vém phoi
do phé cdu ca 3 muc do nhay cam (78,49%), trung gian (83,72%) va khéang
véi cefotaxim (84,62%).

Bang 3.31: Pic diém vé thoi gian mac bénh trude vao vién, thoi gian hét

sot, thoi gian diéu tri ciia viem phoi do phé cau khang khang sinh

Tinh nhay cam ciaa phé cau véi cefotaxim

Pic diém Khang Trung gian Nhay P
S6 lwong, (%) So6 lweng, (%) So6 lwong, (%)
Thoi gian mac <3 11 (42,31) 10 (23,26) 24 (27,84) 0,312
bénh trude nhdp 3¢ 5 (19,23) 14 (32,56) 36 (37,11)
vién (ngay)  —3 10 (38,46) 19 (44,19) 33 (35,05)
Thoi gian hét <48 23 (88,46) 36 (83,72) 80 (84,54) 0,855
SOt (gi0) =48 3 (11,54) 7 (16,28) 13 (15,46)
Thoi giannam <1 6 (23,08) 9 (20,93) 34 (36,56) 0,007
vién (uan) 17272 10 (38.46) 24 (55,81) 52 (55,91)
2-<3  5(19,23) 6 (13,96) 5 (5,38)
>3 5 (19,23) 4 (9,30) 2 (2,15)
Poi khang sinh  C6 19 (73,08) 38 (88,37) 73 (78,49) 0,172
Khong 7 (26,92) 5(11,63 20 (21,51)

Viém phoi do phé cau khang cefotaxim co thoi gian nam vién dai hon
(p<0,05).



88

3.3. Két qua can thiép diéu trj

3.3.1. Cdc khdng sinh dwoc sir dung trong viém phéi do phé cau.

Béng 3.32: Cac phac d6 khang sinh dwoc sir dung ban diu

Phac do S6 lwong | Ty 1é (%)

STT

Pon doc 89 53,94
1 Penicillin(P) | Ampicillin/sulbactam 15 9,09
2 C2G Cefamandol 4 2,42
3 C3G Cefotaxim 47 28,49
4 Ceftriaxon 22 13,33
5 GP Vancomycin 1 0,61

Phoi hop 76 46,06
6 P+AG Ampicillin/Sulbactam + AG 6 3,64
7 C2G+AG Cefamandol + AG 3 1,82
8 C3G+AG Cefotaxim + AG 39 23,63
9 Ceftriaxon + AG 25 15,15
10 Vancomycin + Meronem 2 1,21
11 Tienam + AG 1 0,61
Tong cong 165 100

Trong nghién ctru ctia ching t6i, phac do sir dung khang sinh don ddc

chiém 53,945, trong d6 khang sinh cefotaxim hay duoc st dung nhat

(28,49%), ceftriaxon (13,33%) va ampicillin (9,09%). Phac d6 st dung khang

sinh phdi hop chiém 46,06%, phéi hop khang sinh duoc str dung nhiéu nhat 13

cefotaxim phdi hop voi aminosid (23,63%), tiép theo 1a ceftriaxon phdi hop

v6i aminosid (15,15%). Phoi hop gitta ampicillin v&i aminosid chi chiém

3,64%.
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Bang 3.33: Phan b cac kiéu thay déi phac dé khang sinh

STT | Phac dd truéc Phac d6 thay d6i | So lwong | Ty I (%)
1 Ampixillin C3G 5 9,09
2 Ampixillin Vancomycin 2 3,63
3 Ampixillin Rifampicin+Meronem 1 1,82
4 Ampicillin Levofloxacin 1 1,82
5 Ampixillin+AG Vancomycin 1 1,82
6 C2G C3G 3 5,46
7 C2G Vancomycin 1 1,82
8 C2G+AG C3G 1 1,82
9 C2G+AG Vancomycin 2 3,63
10 C3G Vancomycin 12 21,82
11 C3G Linezolid 1 1,82
12 C3G Levofloxacin 2 3,63
13 C3G+AG Vancomycin 20 36,36
14 C3G+ AG Levofloxacin 3 5,46
Tong 55 100

Trong nghién ctru cua chung toi co 14 kiéu thay doi phac do khang sinh

trong 55 1an thay d6i khang sinh, kiéu thay doi duoc sir dung nhiéu nhét 13 tir

khang sinh nhom cephalosporin thé hé thir 3 két hop v&i khang sinh nhém

aminosid sang khang sinh vancomycin (36,36%), tiép theo 1a kiéu dbi tur

khang sinh nhoém cephalosporin thé hé thir 3 sang khang sinh vancomycin
(21,82%). Toan bd 7 bénh nhi duoc sir dung phac d6 ban dau 1a khang sinh

nhom cephalosporin thé hé thir 2 déu dugc doi khang sinh theo khang sinh d6,
c6 10/21 (47,62%) bénh nhi dugc sir sung phac d6 khang sinh ban dau 1a
ampicillin va 38/133 (28,57%) bénh nhi dugc sir sung phac dd khang sinh ban

dau 1a khang sinh nhom cephalosporin thé hé thir 3 da duoc thay d6i khang

sinh theo khang sinh dd va theo tinh trang cua bénh.
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3.3.2. Tinh tragng bénh nhi sau diéu tri
Béang 3.34: Tinh trang bénh nhi khi ra vién (n=165)

Két qua S6 lwong Ty 1& (%)
Khoi 138 83,64
D& 23 13,94
Di ching mang phoi 4 2,42
Tong so 165 100

Két qua diéu tri: 2,42% di ching mang phoi, 13,94% d& bénh, 83,64%
khoi bénh hoan toan. Trong nghién ctru ctia chiing t6i khong c¢6 bénh nhi tur
vong hay xin vé.

3.3.3. Thei gian diéu tri
Bang 3.35: Thoi gian diéu tri
VPPC khong nang VPPC nang

Thoi gian S6 lwong, (%) S6 lweng, (%) p
Ngay diéu tri trung 10,23 +5,81
binh + SD 8,56 +4,11 11,04+6,34 0,009
Trung vi 7 9
Thoi <1 24 (45,28) 22 (19,64) 0,003
gian 1-<2 25 (47,17) 67 (59,82)
dieutri  2-<3 4 (7,55) 14 (12,50)
(tuan) >3 0 (0) 9 (8,04)

Thoi gian diéu tri trung binh 1a 10,23 + 5,81 ngay, ctia nhém viém phoi
khéng niang do phé cau 1a 8,56 + 4,11 ngdy, ctia nhom viém phdi ning do phé
cau 12 11,04 + 6,34 ngay. Thoi gian diéu tri dai hon & nhom viém phdi ning

do phé cau, su khéac biét ndy c6 ¥ nghia thong ké véi p<0,05.
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8 Thoi gian diéu tri> 14 ngiy @Thoi gian diéu tri < 14 ngay

20%

Hinh 3.18: Phéin bo két qua diéu tri theo thoi gian diéu tri (n=165)

Thoi gian diéu tri > 2 tuan chiém 20% tong sb tré viém phoi phé cau.
g g phorp

Bang 3.36: Thoi gian diéu tri theo thoi gian bi bénh truéc vao vién, giéi

Thoi gian bi bénh S6 lwong, Thoigiandieu +SD p

trwéc vao vién, gioi (%) tri trung binh  (ngay)
Thoi gian bi 1-3 47 (28,48) 9,12 3,962 0,352
bénh truécvao 4 -6 56 (33,94) 10,43 6,949
vién (ngay) > 62 (37,58) 10,94 5,899
Gioi N 57 (34,55) 9,64 5,438 0,340
Nam 108 (65,45) 10,54 6,001

Bénh nhi vao vién som trong 3 ngdy dau bi bénh co thoi gian diéu tri
trung binh 1a 9,12 ngay, trong khi nhitng bénh nhi vao vién ¢ thoi diém 4-6
ngay va tir 7 ngay tré 1én co6 thoi gian diéu tri trung trung binh lan luot 13
10,43 va 10,94 ngay. Tuy nhién su khac biét nay khong co ¥ nghia théng ké
(p=0,352). Thoi gian diéu tri trung binh ctia bénh nhi nit va bénh nhi nam lan
luot 1a 9,64 va 10,54 ngay.



Bang 3.37: Thoi gian diéu tri trung binh theo nhém tudi
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Nhom tudi S6 lwong,  Thoi gian diéu +SD p
(thang) (%) tri trung binh
1-<2 3(1,82) 9 1,732 0,80
2-<12 71 (43,03) 10,89 6,339
12 -< 24 61 (36,97) 9,98 5,550
24 - <60 30 (18,18) 9,45 5,761
Tong 165 (100) 10,23 5,814

Nhom tudi tir 2- < 12 thang c6 thoi gian diéu tri trung binh dai nhat,
Khoéng co su khac biét vé thoi gian diéu tri trung binh giita cic nhom tudi véi.
3.3.4. Két qud diéu tri kéo dai > 14 ngay

Bang 3.38: Mot s6 yéu t6 dich t& va két qua diéu tri kéo dai

Yéu to Diéu tri >14 ngay Diéu tri <14 ngay
So luong, (ty 18)  S6 luong, (ty 1) p
Giodi Nt 9 (15,79) 48(84,21) 0,5
Nam 24(22,22) 84 (77,78)
Nhom tuoi 1-<2 0(0,00) 3 (100) 0,199
(thang) 2-<12 20(28,17) 51(71,83)
12-<24 9 (14,75) 52 (85,25)
24 - <60 4 (13,79) 26(86,21)
Thoi gian mac <3 7(14,89) 40 (85,11) 0,684
bénh trudc vao 4-6 12 (21,43) 44 (78,57)
vién (ngay) >7 14 (22,58) 48 (77,42)
Dung khang sinh Co 29 (21,48) 106 (78,52) 0,260
tru¢c VAo vién Khong 4(13,33) 26(86,67)

Céc yé€u to tuoi, gidi, st dung khang sinh trudc vao vién, thoi gian bi

bénh trudc vao vién khong lién quan dén thoi gian diéu trj kéo dai, p > 0,05.
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Bang 3.39: Két qua cin 1am sang va thoi gian diéu tri kéo dai

biéu tri >

Piéu tri <

mang phoi

14 ngay | 14 ngay P OR;
Két qua can 1am sang Sé lwgng, | S6 lugng, 95%Cl
(Ty 1€) (Ty 1€)
Sb luong | Tang 30 (19,74) | 122 (80,26) | 0,41 -
bach cau | Binh thuong 3(23,08) |10(76,92)
Thiéu | Co 18(26,87) |49(73,13) 2,03;
mau Khéng 15 (15,31) |83 (84,69) |0,03 | 1,09-5,14
CRP >60 8(21,62) [29(78,38) |0,99 -
(mg/l) <60 25 (19,53) | 103 (80,47)
X-quang | Viém phai thuy 9(27,27) |24 (72,73) |0,35 -
phoi Viém phé quan phoi | 24 (18,18) | 108 (81,82)
Tran dich mang phéi |6 (75,00) |2 (25,00) |0,00| 144:
Khong tran dich 27(17,20) |130(82,80) |03 | 1,8-60,55

Nhitng tré viém phoi do phé ciu c6 hinh anh tran dich mang phoi trén X-

quang phoi c6 nguy co diéu tri kéo dai > 14 ngay gap 14,4 lan nhiing tré

viém phdi do phé ciu khéng c6 hinh anh tran dich mang phdi trén X-quang
phdi (95%CI: 1,8- 60,55, p= 0,0003). Nhiing tré viém phoi do phé cau bi

thiéu mau c6 nguy co diéu tri kéo dai > 14 ngay gap 2,03 1an nhitng tré viém

phdi do phé cau khéng bi thiéu mau (95%Cl: 1,09- 5,14 p< 0,05. Tinh trang

bach cau tdng trong mau ngoai vi, muc dg thi€u mau, gid tri CRP trong mau

taing > 60 mg/l, hinh anh viém phé quan phdi hay viém phdi thuy trén X-

quang phdi khdng lién quan dén thoi gian diéu tri kéo dai > 14 ngay voi p>

0,05.
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Bang 3.40: Tinh trang khang khang sinh va thoi gian diéu tri

Khang  Thoigian dieu  Thoi gian diéu p OR; (95%CI)

sinh tri> 14 ngay tri < 14 ngay
S6 lwong,(Ty S6 lwong,
1€) (Ty 1€)
Ceftriaxon
Khang 12 (33,66) 21(63,64) 0,002 4,33 (1,71-10,99)
Trung gian 9 (30,00) 21 (70,00) 0,01 3,25(1.21-8,71)
Nhay 11 (11,11) 88 (88,89)
Cefotaxim
Khéng 11 (42,31) 15 (57,69) 0,001 5,73 (2,11-15,58)
Trung gian 11 (25,58) 32 (74,42) 0,03 3,69 (1,06- 6,81)
Nhay 10 (10,75) 83 (89,25)
Tinh da khang khang sinh cia phé cau
Co 22 (20,37) 86 (79,63) 0,913 -
Khéng 11 (19,30) 46 (80,70)

Viém phoi do phé cau trung gian véi ceftriaxon ¢ thoi gian diéu tri > 14
ngay cao gip 3,25 1an so voi viém phdi do phé cau nhay cam voi ceftriaxon
(95% Cl: 1,21-8,71; p< 0,05). Viém phoi do phé cau khang véi ceftriaxon co
thoi gian diéu tri > 14 ngay cao gip 4,33 1an so véi viém phoi do phé cau
nhay cam voi ceftriaxon (95% CI: 1,71-10,99; p< 0,005)

Viém phoi do phé cau trung gian véi cefotaxim c6 thoi gian diéu tri > 14
ngay cao gip 3,69 lan so v6i viém phdi do phé cau nhay cam véi cefotaxim
(95% CI: 1,06-6,81; p< 0,05). Viém phdi do phé cau khang véi cefotaxim co
thoi gian diéu tri > 14 ngdy cao gap 5,73 lan so vé&i viém phoi do phé cau
nhay cam véi cefotaxim (95% CI: 2,11-15,58; p< 0,005).

Tinh trang da khang khang sinh khong lién quan dén thoi gian diéu tri kéo
dai tri > 14 ngay, véi p >0.05.
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Chuong 4.
BAN LUAN
4.1. Pic diém dich t& va yéu td lién quan cia bénh viém phéi do phé cau
& tré em diéu tri tai Bénh vién Nhi Trung wong.
4.1.1 Bgc diém vé dich té
4.1.1.1. Ty 1é viém phéi do phé cau & tré em

Qua phén tich s6 liéu thu thap dugc chung toi thiy trong téng sb 375
truong hop dugc chan doan viém phoi bang 1am sang va X-quang phoi c6 165
truong hop viém phdi do phé cau don thuin, chiém 44%, 1a nguyén nhan
hang dau gy viém phoi ¢ tré em dudi 5 tudi. Ty 1& viém phoi do phé cau ¢
nhom tré tir 2 thang dén 12 thang tudi 1a 50%, nhom tré tir 12 thang dén 24
thang 1 48,41% va nhom tré tir 2 thang dén 24 thang tudi 1a 49,25%.

Tran Minh Phung va cong sy (1994), nghién ctu vi tring va khang
khang sinh ¢ tré dudi 5 tudi tai Bénh vién Pa khoa Tién Giang, viém phdi do
phé cau chiém 62% [17].

Nguyén Vin Bang va cong su (2009), nghién ctru viém phoi ¢ tré em
diéu trj tai khoa Nhi Bénh vién Bach Mai, chi ra ring viém phdi do phé cau &
tré em chiém 58,8% [4] .

Pao Minh Tuin va cong su (2012), nghién ctru vé cin nguyén va muc do
khang khang sinh ctia vi khuan gdy viém phdi tré em tir 1 thang dén 5 tudi tai
Bénh vién Nhi Trung wong, ty 1& viém phoi do phé cau 1a 31,3% [27].

Thomas Bénet va cong su, nghién cuu tién ctu, da trung tam, bénh
chung da xéac dinh cac vi sinh vat lién quan dén viem phéi & tré em < 5 tudi &
cac nudc dang phat trién va méi nodi co ty 1& bao phit PCV thap tir thang 5
nam 2010 dén thang 6 nim 2104 cho thiy viém phdi do phé ciu chiém ty 1&
cao nhat (42,2%), trong d6 nhom tudi tir 2 thang dén 12 thang tudi ty 1& viém
phoi do phé cau chiém 50%, nhém tudi tir 12 thang dén 24 thang ty 18 viém
phéi do phé cau chiém 48,8% [49].
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Tannous va cdng su, nghién ctru 122 tré viém phéi nhap vién tai Li-bang
tir 2014 dén 2017 cho thy viém phdi do phé cau chiém 19,4% [149].

Trong viém phdi & tré em phé cau 1a nguy@n nhan chiém ty 16 cao nhat
trong cac nghién ctru khic nhau tai cac thoi diém va dia diém khac nhau trén
thé gidi. Nudce ta va cac nude co ty 1é bao phu vac xin lién hop phé cau con
rat thap thi ty 16 viém phdi do phé cau con cao, nguoc lai cac nude di dua vic
xin phong phé cau vao chuong trinh tiém chung md rong da lam giam dang
ké ty 1& viém phoi do phé cau ¢ tré em, giam ty 1é tré mang phé cau trong
cong dong va cling giam ty 1é cic bénh nhiém tring xam nhap do phé ciu bao
gém viém phoi, nhiém khuan huyét va viém mang nio mu [71]. Két qua
nghién cru cia ching t6i thap hon phan 16n cac két qua nghién ctru trong
nuéc, tuong duong vai két qua nghién ciru cia tac gia Thomas Bénet va cong
su, nghién ctru & cac nude dang phat trién va méi ndi cé ty 18 bao pha PCV
thap. két qua nghién ctru cia ching tdi cao hon nhiéu két qua nghién ctru cia
tac gia Tannous va cong su.
4.1.1.2. Phdn bo viém phéi do phé cau theo tuéi

Két qua nghién ctru cho thdy viém phdi do phé cau ¢ do tudi tir 2 thang
dén 1 tudi chiém ty 1& cao nhat, chiém 43,03%, d6 tudi tir 1 dén 2 tudi chiém
36,97%, do tudi tir 2 dén 5 tudi chiém 18,18%. Vay viém phdi phé cau & tré
em trong nghién ciru ctia chiing t6i giam dan theo do tudi.

Zhao W. va cong su, nghién ctu tir thang 1 dén thang 12 nim 2018 &
Thuong Hai Trung Quéc, da thu thap duoc 243 tré viém phoi do phé cau c6
20,2% tré dudi 1 tudi, 27,2% tré tir 1 dén 2 tudi, 43,2% tré tir 2 dén 5 tudi va
9,5% tré tlr 5 tudi tré 1én. Tat ca ca bénh nhi nay déu chua dugc tiém phong
vac xin lién hiép phé cau [168].

Rosanna Lagos va cOng su giam sat ¢ hé thong bénh do phé cau khuan
xam lan (IPD) & tré tir 0- 14 tudi tai Santiago, Chile tir 1994 dén 2007, thay

rang cac bénh xam 1an do phé cau phan b uvu thé theo timg nhoém tudi: Trong
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s6 2369 truong hop IPD cin nhap vién, 1878 (79,3%) xay ra & tré 0-59 thang
tudi va 1200 (50,7%) xay ra & tré 6-35 thang, trong dé c6 522 (43,5%) trong
s 1200 truong hop 13 viém phdi ¢6 nhidm khuan huyét. Viém phuc mac
thuong gip ¢ tré gai 5-14 tudi [195].

Dt li¢u thu duoc tir Vién Banh gid va Po luong Suc khoe (My, 2016),
cho thay viém phdi do phé cau chiém ty 1é cao nhat & tré dudi 1 tudi va giam
dan dén 14 tuoi [197].

Két qua nghién ctru cua ching toi phu hop véi két qua nghién ciru cia
Vién Panh gid va Po luong Stc khde cia M§.

Phé cau l1a mét mam bénh co hoi lgi dung nhiing vat cht c6 hé mién dich
kém phat trién, suy yéu hodc suy giam. Do d6, viém phoi do phé cau co ty 18
mic bénh cao hon ¢ tré em dudi hai tudi, nguoi suy giam mién dich va ngudi
cao tudi [58]. Biét dugc hé thong mién dich thay ddi theo tudi 1a diéu quan
trong trong viéc cung cap cac phuong phap phong bénh thich hop dé ngin can
su xam nhap va gy bénh cta phé cau.
4.1.1.3. Phén b6 theo gici

Qua phan tich két qua cho thiy tré nam bi viém phdi do phé cau nhiéu
hon nit, nam chiém 65%, nit chiém 35% (ty 1é nam/nir 1a 1,89/1).

Két qua nghién ctru ctia chiing t6i phii hop voi nhiéu nghién ctru vé gidi
trong viém phdi do phé cau & tré em, cac tac gia déu két luan ty 1¢ viém phoi
do phé cau & tré trai cao hon & tré gai. Nghién ctru cila tac gia Zhao W va
cong su cho thay tré nam chiém 55,6%, nit chiém 44,4% [168]. Mot nghién
ctru khac do Kang Cai va cong sy tién hanh tir 2008 dén 2018 ¢ Lan Chéu va
Thuong Hai vé viém phoi do phé ciu & tré em thay tré nam chiém 72,5%, nit
chiém 27,5% (nam/nit =2,6/1) [60]. Tan T. Q. va cong su (tai M), tré trai
viém phoi do phé cau chiém 56% [148]. Pia Poikka va cong su (tai Phan
Lan), tré trai viém phoi do phé cau chiém 65% [150]. Ly giai vé ty 18 viém

phoi do phé cau & tré trai cao hon tré gai, Gubbels Bupp M. R. cho rang nong
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d6 hormon sinh duc ¢6 thé anh hudéng dén tinh nhay cam véi cac bénh nhiém
tring. Cac thy thé estrogen duoc tim thay trén nhiéu loai té bao mién dich,
bao gdm té bao T, té bao B, té bao c6 tua va dai thuc bao. Ngoai ra, c&c hanh
vi lién quan dén gidi, tiép xtc véi tré nho va tré trong do tudi di hoc c6 kha
nang bi nhiém phé cau [90]. Tuy nhién, chling ta can nghién ctru sau hon vé
vai tro ctia hormon sinh duc d6i voi hé thong mién dich, cac hanh vi va tiép
xtc voi moi trudng cua tré cd thé lam tang tinh nhay cam véi viém phdi do
phé cau.

4.1.1.4. Phén b6 theo mia, thang trong nim

Két qua nghién ctru cho thiy viém phdi do phé cau ¢ tré em cao nhat 1a
cubi mua thu vao thang 10, thdp hon vao mua dong (thang 11,12 va 1), tang
Ién vao thang 3 va thap nhat vao mua hé (thang 5, 6 va 7).

Theo Zhao va cOng su, nghién ctru & Thuong Hai, Trung Quéc cd S6
truong hop duoc chan doan vao mua hé (tir thang 6 dén thang 8) chiém
20,1%, thép hon so v&i cac mua khac, cao nhat 1a vao mua xuan chiém
28.,4%. Su khéc biét nay 1a khong c6 ¥ nghia thong ké voi p=0,992 [168].

Mién Bic nude ta co khi hau can nhiét déi 4m, c6 bén mua xun, ha, thu
va dong, nhung phan biét rd thanh hai mua, d6 13 mua néng 4m tir thang 5 dén
thang 10, nhi¢t do trung binh khoang 29,8 do, bao thuong xay ra tur thang 6
dén thang 9. Mua lanh kho tr thang 11 dén thang 4, nhiét do trung binh
khoang 17,2 d0, gi6 dong bac thudong xuat hién tir thang 11 dén thang 4. Pic
diém khi hau mién Bac nudc ta 1a khong 6n dinh vé thoi gian bat dau- két
thic cac mua va khong 6n dinh vé nhiét do.

Két qua nghién ctru ctia chung toi phu hop véi két qua nghién ciru cia
cac tac gia khac 1a viém phoi do phé cu ¢ tré em hay gip vé mua lanh, it gip
hon vé& mua nong va pht hop véi dic diém khi hau ¢ mién Bic nudc ta 1a it
gip vao mua hé 1a mua néng nhét trong nam, hay giap nhat vao thang 10 va

sau d6 1a vao thang 3 1a hai thang chuyén giao tir miia néng sang mua lanh va
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tr mua lanh sang mua néng, la thoi diém thuan loi cho cac virus duong ho
hap phat trién giy t6n thuong hang rao bao vé tu nhién cia tré, diéu nay tao
diéu kién cho phé cau phat trién, xam 14n va gay bénh.

4.1.1.5. Phén bé theo thoi gian mdc bénh trudc nhap vién

Qua phan tich thoi gian ké tir khi bi bénh dén khi nhap vién, chung toi
théy cb 28,48% nhap vién trong 3 ngay dau bi bénh, 33,94% nhap vién sau 4-
6 ngay, nhap vién muon tir nay tha 7 chiém 37,58%.

Tac gia Cardoso M. R. va cong su, nghién ctu viém phdi do phé cau
phat hién bang cay méu tai tai 12 trung tim & Argentina, Brazil va Cong hoa
Dominica, két qua co 34,4 nhdp vién trong 3 ngay dau bj bénh, 35,1% nhap
vién sau 4-6 ngay va 30,5% nhap vién tir nay tha 7 ké tir khi bi bénh [33].
Pong thoi nhém nghién ciru so sanh viém phoi do phé cau voi viem mi mang
phéi do phé cau va thdy rang bénh nhi vao vién cang mudn thi nguy co bién
chtimg viém mu mang phdi cang cao: Vao vién tir 4 dén 6 ngdy sau khi bj
bénh c6 nguy co viém ma mang phdi tang 2,84 1an so véi vao vién sém trong
3 ngay dau (95%CI: 1,23-6,58, p < 0,05), vao vién tir ngdy thir 7 sau khi bi
bénh c6 nguy co viém ma mang phdi ting 3,12 1an so v&i vao vién som trong
3 ngay dau (95%CI: 1.35-7.20, p < 0,05).

Viém phdi do phé cau c6 thé giy ra cac bién ching nhu nhiém khuan
huyét, viém ma mang phdi va viém mang ndo mu. Trong do nhiém khuin
huyét 1a giai doan tién trién cta viém phoi ning do phé cau, viéc phat hién
som va diéu tri diing va kip thoi s& gitip ngan ngira bién ching va c6 tac dong
tich cuc dén két qua diéu tri. Trong nghién ctru ctia chung t6i ¢ 9 trudng hop
viém mu mang phdi trong d6 ¢6 1 truong hop dén vién trong vong 3 ngay, 5
truong hop dén vién tir 4 dén 6 ngay va 3 trudng hop dén vién sau 6 ngay ké

tur khi c6 triéu ching dau tién cta bénh.
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4.1.1.6. Tinh trang sw dung khang sinh trudc khi vao vién

Qua khao sat tinh trang sir dung khang sinh, chung t6i thay ty 1¢ bénh nhi
ding khang sinh trude khi vao vién 14 64%, trong d6 macrolid chiém 31%,
zinnat 12%, augmentin 10%, 47% khong nhd tén khang sinh.

Theo Nguyén Thi Van Anh va cong su, nghién ciru nhiing tré viém phoi
diéu tri ndi tra tai Khoa Nhi, Bénh vién Bach Mai théy cO 63% tré su dung
khang sinh trudc nhap vién [3]. Tac gia Tran Thang Ta va cong su, nghién
ctru nhimg tré viém phoi do H. influenzae nhap vién diéu tri tai Bénh vién Nhi
Trung wong thiy c6 72% tré da ding khang sinh trudc khi vao vién [25].
Nghién ctru khic cua tac gia Tran Thi Anh Tho & tré viém phoi tudi tir 2
thang dén 5 tudi, ty 1é ding khang sinh trudc khi nhap vién chi c6 33,1% [24].

Viéc st dung khang sinh khong dung chi dinh hodc khéng dung lidu
khong nhitng 1am cho bénh ning 1én ma con lam ting tinh trang khang thubc
cia vi khuan. O nudc ta hién nay, ngudi dan dé dang mua khang sinh ma
khong can don cua bac sy, diéu nay din dén viéc lam dung khang sinh,
nguyén nhan chinh ciia hién tugng nay 1a thiéu sy quan ky, giam sat ctia cac
co quan chirc nang.
4.1.1.7. Bdc diém vé dia Iy, nghé nghiép ciia b6 me va cdch giir tré

Két qua nghién ctru ctia ching t6i ¢6 74% tré viém phdi do phé cau dén
ttr thanh thi, ty 1¢ thanh thi/ndng thon 1a 2,8/1.

Tac gia Cardoso M. R. va cdng sy, nghién ciu viém phdi do phé cau
phat hién bang cdy mau thdy c6 90% tré viém phoi do phé cau dén tir thanh
thi [33].

Mang ludi giam sat tinh trang khang thudc da qudc gia nghién ctru tinh
trang mang phé cau khang khang sinh & 11 qudc gia Chau A va Trung Dong
thdy rang ty 1&6 mang phé cau khong nhay cam voi penicillin & Viét Nam 1a
70,4%, trong d6 séng & thanh thi 1a yéu t6 nguy co véi OR=3,75, 95%ClI:
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2,02-6,94, p<0,005 [113]. O mdt s6 nudc trong d6 co Viét Nam, ty 1& mang
phé cau khang khang sinh ¢ thang thi cao hon & nong thén.

Tré em & thanh thi c6 diéu kién tiép can voi dich vu cham soc y té nhiéu
hon nén kha ning st dung khang sinh nhiéu hon tré em & noéng thon, diéu nay
lam cho tré em & thanh thi mang vi khuan khang khang sinh cao hon [113].
Pong thoi, phoi nhidm vdi NO, trong khong khi 6 nhidm ¢ thanh thi lam ting
ndéng do tc ché tdi thiéu cua penicillin [169]. O thanh thi c6 mat do dan cu
dong hon, sy di chuyén nhiéu hon nén kha ning lan truyén cac mam bénh qua
duong ho hip cao hon do d6 ty 1& mic cac bénh xAm nhap do phé cau cao hon
[59]. Mit khac 6 nhiém khong khi ¢ thanh thi cao hon ¢ nong thon do khi thai
clia cac phuong tién tham gia giao thong gy ton thuong hang rao bao vé cia
niém mac duong ho hép, tao diéu kién cho phé cau thuong tra & duong ho hép
x4m nhép va gy bénh, diéu nay co thé giai thich rang ty 1é tré em viém phoi
¢ thanh thi cao hon ¢ nong thon.

- Lao dong tu do chiém ty 1& cao nhat trong nghé nghiép cta ca bd va me
bénh nhi

- S6 tré co tiép xtic v6i mdi trudng tap thé nhu di miu gido, nha tré
chiém 31,52%.
4.1.1.8. Pdc diém mdi truong song cia tré viém phéi do phé cdu

Qua phan tich sb liéu nghién ctru chlng t6i thdy 30,91% tré viém phoi
phé cau c6 tiép xtc v6i khoi bui, 54,55% tré co tiép xtc véi khoi thude 14,
43,64% c6 nudi tha cung trong gia dinh.
4.1.1.9. Bic diém gia dinh ciia bénh nhi viém phéi do phé cau

Khao sat s6 liéu nghién ciru chung t6i thay 73,94% céc gia dinh c6 con bi
viém phoi do phé cau c6 sé ngudi trong gia dinh tir 5 nguoi trd 1én, & nha cap

4 chiém 27,28%.
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4.1.1.10. Ddc diém tién sir san khoa, tién sir nuéi duéng va tiém ching

- Phan tich s6 liéu nghién ctru chiing t6i c¢6 tré bi bénh chil yéu ¢ con dau
va con tht 2, tién st sinh thudng hay sinh md 13 twong duwong nhau, can ning
lac sinh thap chiém 7,88%.

- Khao sat tién st nudi con bang sira me thi thay ty 1¢ tré dung sita me
hoan toan trong 6 thiang dau & nhitng bénh nhi viém phoi do phé cau chi
chiém 18,79%. Nudi con bang sita me khong chi cung cdp nhu cau dinh
dudng can thiét cho sy phat trién cia tré ma con cung cap cac khang thé giup
tré phong chdng cac bénh nhiém tring. Theo T6 chirc Y té Thé gidi, ude tinh
ty 16 nudi con bang sita me hoan toan trong sau thang dau chiém 36%. Tai
Viét Nam, ty I¢ nay tuy thudc vao ting dia phuong: Nong thon tinh Thanh
Hoa (17%) [80], Hoi An (22,3%) [2].

Trong nghién ctru ctia chung toi, két qua nudi con bang sita me hoan toan
trong sau thang dau tuong duong voi cac két qua nghién ctru trong nudc
nhung thap hon két qua chung trén toan thé giéi, diéu nay giy anh huong
khéng t6t dén phat trién thé chat va hé mién dich cua tré, c6 kha ning lam
tang nguy co gdy viém phdi do phé ciu & tré em.

- Khi tham do tién sir tiém ching chung t6i thay rang ty 1& tiém ching
mo rong chua day du con cao, chiém 34,55%. Ty 1& tiém phong phé cau rat
thap, chi c6 5,45% tré dugc tiém phong véc xin lién hop phé cau.

Theo UNICEF- Viét nam, ti€ém chiing m¢ rong da thanh cong trong viéc
bao v¢€ 6,7 tri¢u tré em Viét Nam va ngan chan 42.000 ca tir vong do cac bénh
chét nguoi ¢ tré em nhu bénh bach hau, ho ga, bai liét va udn van. Tuy nhién,
chuong trinh Tiém ching mé rong dang diig trude nhitng thach thirc 16n nhu
duy tri nhitng thanh tyu da dat duoc, déng thot tiép can duogc td1 nhiing cong
ddng co ty 1é tiém chung thap nhu cac khu vuc mién nui, ving sau, ving xa
va dan toc thiéu sb, thong tin day di cho cac gia dinh vé loi ich cua tiém

chung. Viéc tiép can nay 1a cuc ky quan trong dé xay dung va duy tri niém tin
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ctia cong ching chong lai viéc ‘phan ddi chung ngira’, dic biét 13 trong cac
truong hop “bién cb bat loi sau tiém ching’ va truyén thong dua tin sai 1éch.

Theo tac gia va cong su, tiém chung mo rong khong day da co nguy co
viém phoi 13 1,83 1an (95%CI: 1,32-2,52) [97].

4.1.2. Mgt sé yéu té lién quan d@én viém phéi do phé cau
4.1.2.1. Lién quan giita yéu t6 tudi, gidi dén viém phoi do phé cdu

Phan tich két qua nghién ctru chiing t6i thdy yéu t tudi va gidi lién quan
khong ¢ ¥ nghia thong ké dén viém phoi do phé cau & tré em voi p> 0,05.
4.1.2.2. Lién quan gitta tién sir bénh tdt dén viém phéi do phé cdu

Khao sat tién st > 3 dot kho khé (kho khe tai dién) & tré nho, hen & tré
16n ching t6i thdy nhing tré c6 tién str kho khé tai dién, hen c6 nguy viém
phoi do phé cau gap 2,09 lan nhimg tré khdng co tién sir kho khe tai dién hay
hen (95%CI: 1,10- 4,63, p = 0,04).

Céc tac gia trén thé gioi, khi nghién ctru cic bénh phé cau xAm nhap thay
rang hen 13 yéu t& nguy co ctia bénh: Tamar Pilishvili va cong sy (OR: 1.8;
95%ClI: 1.5-2.2, p= 0,001) [134]. Stephen I Pelton va cdng su, nguy co gay
bénh phé cau xam nhap ¢ tré dudi 5 tudi 1a 3.5 lan (95%CI:3.0-4.0) [132].
Byung Ok Kwak va cong su (OR: 2,08; 95%CI: 1,25-3,45, P = 0,005, nam
2010 va OR: 3,26; 95%ClI: 1,74-6,11; P <0,001, nam 2011) [110]. Derek
Weycker va cong su (OR: 1,5; 95%CI: 1,1-2) [161].

Céc tac gia giai thich rang hen 13 tinh trang viém man tinh duong ho hép,
gdy t6n thuong hang rao mién dich ty nhién ciia tré, tao diéu kién cho phé cau
thuong tri ¢ duong miii hong xam nhdp va gay bénh. Mat khac, viéc dung
corticoit udng hodc xit du phong kéo dai 1a yéu t6 nguy co giy bénh phé cau

xam nhap [63].
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4.1.2.3. Lién quan gitta tinh trang tiém chiing dén viém phéi do phé cau

Phan tich méi lién quan gitra tinh trang tiém chung véi viém phdi do phé cau
chiing t6i thay ty 1é tiém ching md rong va ty 1& tiém phong phé cau khdng
lién quan dén viém phoi do phé cau vai p> 0,05.
4.1.2.4. Lién quan giita tinh trang dong nhiém virus dén viém phéi do phé cau
O tré em

Trong nghién ctru cua chin toi thi ddng nhiém virus khong lién quan dén
viém phoi do phé cau véi p > 0,05.
4.1.2.5. Lién quan gitta mét sé yéu té méi truong dén viém phéi do phé cau

- Tiép xuc voi khoi bui trong nghién ctru ctia chung t6i c6 nguy co viém
phoi do phé cau 1a 1,37 lan, tuy nhién méi lién quan nay khong cé y nghia
théng ké véi p >0,05.

Tac gia Zheng Zhou va cong sy, nghién ctru vé méi lién quan ctiia NO2
trong 6 nhiém khong khi va viém phoi do phé cau & tré em, két luan rang
nguy co vuot qua ngudng ctia NO, ddi voi viém phoi do phé cau ¢ tré em 1a
13,31% (95%Cl: 3,12- 24,51%, P = 0,001) trong md hinh mot chat o6
nhiém. Trong khi ting 10 pg/m*® NO, phoi nhiém 1am ting 23,30% nguy co
mic viém phoi do phé cau ¢ tré em (95%Cl: 2,02- 49,02%; P = 0,03) theo md
hinh da chat 6 nhiém. Piéu nay c6 nghia 1a phoi nhiém NO, trong khong khi
lién quan dén viém phdi do phé cau & tré em [169].

Tac gia Matteo Bonato va cong su dd chimg minh tiép xuc v6i 6 nhiém
khong khi 1am giam biéu hién IFN-B cta biéu md duong thd & tré em trude
tudi di hoc [55], diéu nay dan dén gia ting sy nhan 1én cua virus, gdy ton
thuong dudng ho hap, tao diéu kién cho phé cau xdm nhap va gy bénh.

Nghién ctru cua chung t61 chi thyc hién trén nhitng bénh nhi nhap vién
nén két qua chua phan anh day da méi lién quan gitta viém phoi do phé cau
va phoi nhiém véi 6 nhiém khong khi, do dé can nghién ctru thém & cong

dong.
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- Tiép xtic voi khéi thude 14: Qua phan tich két qua nghién ciru, ching toi
thay nhiing tré séng trong gia dinh c6 ngudi hit thude 14 co nguy co viém
phdi do phé cau gip 1,85 lan so voi tré sdng trong gia dinh khong c6 ngudi
hut thude 14 (95% ClI: 1,11- 3,34: p < 0,05).

Tac gia Chien-Chang Lee va cong sy (2010), nghién ctru mdi lién quan
gitta phoi nhiém khoi thudc 14 v6i mang phé cau va bénh phé cau xam nhap,
thay nhiing tré c6 phoi nhidém véi khoi thude 14 c¢6 nguy co bi bénh phé cau
xam nhap 1a 1,21 (95% CI: 0,69- 2,14, p > 0,05) va nguy co mang phé cau &
hau hong 1a 1,66 (95%Cl: 1,33- 2,07, p < 0,05) [112].

Tac gia JP Nuorti va cong su (2000), Nghién ctru trén nguoi 16n tir 18
dén 64 tudi c6 kha nang mién dich binh thuong thay hut thube 14 c¢6 nguy co
bi bénh phé cau xam lan 1a 4,1 (95%CI: 2,4- 7,3, p < 0,001) va phoi nhiém
v6i khoi thube 14 ¢6 nguy co bi bénh phé cau xam 14n 13 2,5 (95%CI: 1,2- 5,1,
p =0,01) [127].

Phoi nhiém voi khoi thube 12 mbi quan tdm 16n ddi véi stre khoe cua tré
em, 14 yéu to nguy co ctia viém phoi o tré em. Tuy nhién, nghién ciru anh
huong cta khoi thude 14 dén xam nhdp va 1ay nhidm phé cau, 1a tién dé cua
viém phoi do phé cau & tré em van con han ché. Gan day, tic gia Daichi
Murakami va cong sy da nghién ctru trén mo hinh cia chudt con va khang
dinh rang tiép xtic v6i khoi thude 14 thic ddy su xam nhap va lay truyén cua
phé cau & md hinh chudt con [32]. Khoi thudc 14 cling 1am giam phan g cua
vét cht & mili doi v6i phé cau, lam suy giam mdi trudng tién viém & miii hong
do phé cau giy ra, diéu nay can tré viéc thu hit cac té bao can thiét dé phong
ngira viém phoi do d6 lam tang nguy co viém phdi do phé cau [141].

- Nubi cho, méo trong gia dinh: Khao sat tinh trang nuoi chd, meéo trong
cac gia dinh bénh nhi bi viém phdi do phé cau, chung toi thay rang nhing tré

song trong gia dinh c6 nuoi chd, méo cd nguy co viém phdi do phé cau gap
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2,32 1an so v&i tré sdng trong gia dinh khong c6 nudi ché va meéo (95% CI:
1,18- 4,41; p< 0,05).

- N4u 4n bang gas: Nhiing tré séng trong gia dinh niu in bang bép gas cd
nguy co viém phoi gap 2,52 lan tré song trong gia dinh khong nau an bang
bép gas (95% CI: 1,09-5,34; p< 0,05).

Tt l4u, nhidu nghién ctru dd khang dinh dung cac nhién liéu rin nhu than
da va cac sinh khdi dé dun nau gdy 6 nhiém khong khi trong nha va 1am tang
nguy co viém phoi o tré em [76]. TJ O'Dempsey va cong su, nghién ciru vé
cac yéu to nguy co mac bénh phé cau khuan & tré em ¢ mot ving noéng thoén
ctia Tay Phi cho rang yéu t6 nguy co ctia dun nau nhién liéu ran ddi voi bénh
do phé cau (viém phoi, viém mang ndo va nhiém tring huyét; 79% viém phoi)
 tré dudi 5 tudi 13 2,55 1an (95%CIL: 0,98-6,65) [129]. Nghién ciru méi day
clia tic gia Yang Zhuge va cong su, nghién ctru cac yéu té nguy co ¢ khu dan
cu d6i v6i viém phoi ¢ tré em tai 8 thanh phd ¢ Trung Qudc thdy rang su
dung khi d6t tw nhién dé nau an 1a yéu t6 nguy co gy bénh viém phdi & tré
em [170]. Eric S Coker va cong su, nghién ctru cach thic sir dung bép gas va
bénh viém phdi ¢ tré em dudi 5 tudi tai My, thdy viée sir dung bép ga dé niu
an c6 thong gié co nguy co viém phdi ¢ tré em 1 2,31 (95%Cl: 1,67- 3,19), p
<0,01), trong khi sir dung bép ga dé sudi 4m va khong c6 hé théng thong gio
c6 nguy co viém phdi ¢ tré em 1a 6,83 (95%Cl: 3,74- 12,14) [72].

Khi khi gas bi dot chay s& sinh ra khi NO, va cac hat bui c¢6 kich thudc tir
2,5- 10 pm (PMy), nguy co viém phoi ting 30% va 76% tuong Gng véi ting
10 ppb NO 2 va PMy, [116].

Cac nghién ctru vé co ché doc luc cia NO, cho théy khi cac té bao biéu
mé duong ho hap tiép xuc véi NO, gy ra phan tmg oxy héa qua muc [70],
san xudt cac phan tir tién viém [75], e ché dap ung mién dich bam sinh [47],
lam giam hoat héa dai thuc bao [48], va thay ddi chirc ning cua protein hoat

dong bé mat co vai trd quan trong trong qua trinh thuc bao va viém [70].
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Nhitng tac dong d6 lam giam kha ning phong vé cta vat chi chéng lai su lan
tran, xam nhap va gay viém phdi cta phé cau [47]. Mot nghién ciru dich t&
hoc cho thiy rang con cua nhimng ba me niu dn bang bép ga c6 nguy co cao
giai phong TNF-a (OR = 17,1, 95%CI: 3,0-98,1) [77]. Mot nghién ctru riéng
biét vé tré em dudi 24 thang tudi cho thay rang sy hién dién ciia bép gas trong
nha c6 lién quan dén viéc ting 46,5% (p <0,01) cytokin T-helper 2 [81], c4c
thi nghiém in vivo da chi ra rang tang té bao T-helper 2 c6 lién quan dén ting
tinh nhay cam vé&i bénh viém phdi do phé cau khuan trén mo hinh chudt
[100].

4.2. Pic diém 1am sang va can 1am sang viém phéi do phé ciu & tré em
4.2.1. Pgc diém 1am sang viém phai do phé cau ¢ tré em

4.2.1.1. Céc triéu chitng vé hé hap

Qua phan tich sb liéu chung toi thay rang céc triéu chimg hay gip cua
viém phoi do phé cau & tré em 1a ho (95,15%), chay miii (90,91%), ran 4m/nd
(80,61%). Sau d6 dén cac triéu chimg rat 16m 10ng nguc (62,42), ran ngay
(51,52%). Cac triéu ching it gap la thd rén (4,85%), hoi ching dong dac
(3,64%), hoi ching 3 giam (1,82%).

Tan T. Q. Va cong su (1998), nghién ctru hdi ctru trong 3 nam tir ngay 1
thang 9 nam 1993 dén ngay 31 thang 8 nam 1996 tai tam bénh vién tré em &
Hoa Ky. Két qua thu dugc 257 truong hop viém phdi do phé cau trong d6
93% duoc chan doan bang cdy mau va 7% duoc chan doan bang ciy dich
mang phdi, v&i cac triéu ching vé ho hap 1a ho (72%), 1i rao phé nang giam
(55%), ran Am/nd (42%), chay mili (41%), rat 16m 10ng nguc (30%), kho thd
(26%), thé rén (24%), ran phé quan (20%), ran ngay (29%), gd duc (12%), va
dau nguc (11%) [148].

Pia Toikka va cong su (1999), nghién ctru hdi ctru trén toan Phan Lan vé
viém phoi do phé cau & tré em tir naim 1985 dén nam 1994 bang ciy méau. Két

qua thu dugc 85 truong hop viém phdi do phé cau co cac triéu ching ho hip



108

1a ho (55%), s6 miii (49%), kho thé (11%), dau nguc (8%), ran ngay (42%),
ran am/nd (14%), ri rao phé nang gian (11%) [150].
4.2.1.2. Cdc triéu chitng toan than va biéu hién ngodi phoi

- S6t 1a biéu hién cta phan ung toan than véi nhiém trung, trong viém
phoi do phé cau & tré em thudng co sét cao dung nap kém két hop véi bién
d6i toan trang. Trong nghién ctru ndy, sot chiém ty 1& 89,7% trong d6 sot tir
39°5C trd 1én chiém 41,82%. Nghién ctru cua Lé Thi Héng Hanh va cong su
(2013) vé viém phoi thuy & tré 2-15 tudi tai Khoa H6 hap- Bénh vién Nhi
Trung vong, viém phoi do phé cau co ty 18 sbt chiém 95,5%. Hsin Chi (2020,
Pai Loan), nghién ctru vié phdi ¢ tré tir 6 thang dén 18 tudi thiy viém phdi do
phé cau co6 ty 18 sot chiém 86,5%. Cac nghién ctru ciia cc tac gia khac vé
viém phéi do phé cau, théy sbt chiém ty 1€ rit cao nhu Tan T. Q. Va cong su
(1998, Hoa Ky), sot chiém 92%; Pia Toikka va cong su (1999, Phan Lan), sdt
chiém 99%.

- Triéu chimg chan an, bé an hay khong udng dugc 1 nhiing triéu ching
coa gia tri tién tién luong bénh, trong nghién ctru cua ching to6i, ty 1¢ cla cac
triéu chimg nay chiém 59,97%, két qua cta chung t6i cao hon nhiéu so véi
két qua nghién ctru vé viém phoi do phé cau tai Phan Lan, an va udng kém chi
chiém 21% [150].

- Tim tai trung tdm 13 triéu chimg cta vaa viém phoi ning do phé cau &
tré em, 13 hau qua clia qua trinh viém xuét tiét trong phé nang gy can trd qua
trinh trao d6i khi gitra phé nang va mao mach. Trong nghién ciru cta chung
t6i, tim tai trung tim chiém 12,73%, két qua cua ching toi cao hon két qua
nghién ctru cua tac gid Pia Toikka va cong su (6%).

- Céc triéu chimg vé than kinh nhu Kich thich chiém 16,97%, li bi chiém
4,24%, co giat do sdt chiém 2,42%. Phé cau c6 kha ning gay viém mang nio
mi ¢ tré em, tuy nhién trong viém phoi do phé cau & tré em c6 thé xuat hién

cac triéu chirng gia viém mang ndo do d6 chung ta can tham kham can than dé
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khong bo sot, trong trudng hop khé phan biét chung ta can choc dich nio tuy
dé loai trir viém mang ndo mu. Két qua nghién ctu cua ching toi, ty 1& cac
triéu chimg than kinh thip hon nhiéu két qua nghién ctru ctia céc tac gia khac
trén thé gidi: Tan T. Q. Va cong sy, 1i bi chiém 45% [148]; Pia Toikka va
cong su, li bi hodc kich thich chiém 39%.

- Cac triéu chtng vé tiéu hoa nhu nén, dau bung, tiéu chay co thé gip
trong viém phdi do phé cau ¢ tré em. Trong nghién ctru nay ty 18 cua triéu
chtmg tiéu chay chiém 18,79%, trong khi d6 nghién ctru ctia Tan T. Q. va
cong su, dau bung chiém 21% va nghién ctru cia Pia Toikka va cong su, ty 1€
tiéu chay chi chiém 2% [150].

4.2.2. Pdc diém can 1am sang viém phéi do phé cdu ¢ tré em
4.2.2.1. Két quad xét nghiém mdu ngoai vi ciia viém phéi do phé cau

Tinh trang thiéu mau ¢ bénh nhi viém phoi do phé cau chiém 59,39%.
Két qua nghién ctru cau chung toi tuong tu két qua nghién ctru ctia Pham
Ngoc Han (2007), ty 1é thiéu mau & tré 2 thang dén 5 tudi bi viém phdi 1a
79,3%va Hoang ngoc Hung (2010) 1a 55% & tré viém phdi tir 6-24 thang, cao
hon két qua nghién ciru ciia HO B4 Vinh va cong sy (2015), ty 1é thiéu mau 1a
33,2% [29]. Thiéu mau vira 1a hau qua cta viém phoi nhung ciing 13 yéu t6
nguy co ciia viém phoi & tré em, nguy co ciia viém phdi ning va tir vong. Do
d6 trong diéu tri viém phdi & tré em can dic biét chu ¥ dén van dé dinh dudng
dé nang cao thé trang dinh dudng dong thoi cai thién tinh trang thiéu mau
dinh dudng cho tré.

Phan tich két qua chung t6i thdy trong viém phoi do phé cau ¢ tré em,
bach cau ting trong mau chiém ty 1& rat cao (92,12%), CRP ting chiém
67,27%. Nghién ctru cua tac gia Pia Toikka va cong su (1999) co bach cau
tang chiém 95% va CRP ting chiém 85% [150]. Bach cdu bao gdm bach cau
trung tinh, lympho va mono déu c6 vai tro quan trong trong viém phéi do phé

cau, trong do bach cau trung tinh c6 nong d0 cao hon céc loai bach cau khac,
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chung 13 t& bao dau tién di chuyén vé 6 nhidm trang, 1am chirc ning thuc bao
d6ng thoi tao ra cac hat pha v& vach va tiéu diét phé cau. Té bao mono 1a tién
than cua dai thuc bao giup thuc bao phé cu va té bao ton thuong. CRP 13 mot
protein ctia pha viém cép, thuong ting cao trong nhiém trung phé cau, lam
giam qué trinh nhiém tring, nhan ra va lién két v4i bé mat phé cau, hoat hoa
b thé theo con dudng cb dién dé ticu diét phé cau [58]

4.2.2.2. Hinh anh X-quang phdi ciia viém phéi do phé cau

Phén tich hinh anh t6n thuong X-quang phoi trong viém phoi do phé cau
& tré em chung toi thdy hinh anh viém phé quan phoi chiém 80%, hinh anh
viém phoi thily chiém 20%, hinh anh tran dich mang phdi chiém 4,85%.

Két qua nghién ctru cia tac gia Tan T. Q. Va cong sy (1998), hinh anh
viém phé quan phoi chiém 49,21%, hinh anh viém phéi thuy chiém 50,79%,
hinh anh tran dich mang phdi chiém 28,74% [148].

Trong nghién ctru ciia Pia Toikka vé viém phoi do phé cau & tré em co
nhiém khuan mau, t6n thuong trén X-quang nguc duge mo ta chi tiét hon véi
hinh anh thdm nhiém phé nang (84%), thAm nhiém t6 chtc k& (9%), tham
nhiém vira phé nang va to chirc k& (7%). Trong d6 dong dic thuy tiéu thuy
(41%), dong dic thiy phoi (38%), tran dich mang phoi (20%).

Két qua nghién ctru cua cac tic gia trong nudc vé viém phdi ¢ tré em
thdy ton thuong X-quang phdi chui yéu 1a hinh anh viém phé quan phoi:
Quach Ngoc Ngan va cong su, tai Can Tho, viém phé quan phéi (99%), viém
phéi thuy (1%) [15], Huynh Vin Tuong va cdng su, tai thanh phd HO Chi
Minh, viém phé quan phdi (82,7%), viém phdi thuy (15,9%) [28].

Két qua nghién ctru cua ching toi phu hop véi két qua nghién ciru cia
cac tac gia trong nudc 13 hinh anh X-quang ctia viém phdi do phé cau ¢ tré em
cht yéu 13 hinh anh viém phé quan phdi, diéu nay khong giong véi md hinh
co dién 1a viém phdi do phé cau dugc nhan manh 13 mé hinh viém phdi thuy,

do d6 nhimg bénh nhi viém phdi do phé cau c6 hinh anh viém phé quan phoi
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c6 thé dugc chan doan sai [131]. Két qua nghién ctru cua tac gia Matti Korppi
va cong su cho thiy khong c6 dic diém X-quang nao hitu ich trong viéc phan
biét giita cin nguyén virus, phé cau va vi khuan khong dién hinh cua bénh
viém phoi mic phai cong dong & tré em [109].

4.2.3. Mike dg nang cia bénh viém phai do phé cau 6 tré em

Tir s6 liéu nghién ctru thu duge thdy viém phoi do phé cau ning & tré em
cao hon nhiéu so v&i viém phoi do phé cau khong ning, ty 1¢ nang/khong
nang la 2,1/1.

Viém phéi do phé ciu & tré em la dang nang, trén 90% can vao vién cép
ctru so v6i 60% viém phdi do virus va 30% viém phoi do mycoplasma [178].

Phé ciu co nhiéu yéu td doc luc tham gia vao qua trinh sinh bénh hoc cua
bénh, trong d6 pneumolysin (ply) 1a yéu t6 doc luc chinh cua phé cau, ply giy
t6n thuong phdi cap tinh, giup phé cau lan truyén ra ngoai phoi va giy bénh &
cac co quan khac. Ply gay doc té bao, ton thuong mo, tc ché mién dich truc
tiép, gdy viém va tao huyét khdi gian tiép, hinh thanh cac 16 trén cac té bao
héng cau, tiéu cau, té bao cta hé théng mién dich bam sinh va mic phai, té
bao co tim, gay ly giai té bao, ton thuong va rdi loan chirc ning tim [37].
4.2.4. Cic phwong phdp chéin dodn phé ciu

Trong nghién ctru cua chiing t6i phuong phap cay dich ty hau chiém ty 18
cao nhét (chiém 97,57%), cay mau chiém 1,82%, phuong phap Realtime PCR
dich mang phéi chiém 0,61%.

Nghién ciru cia tac gia Cardoso M. R. Va cong su vé viém phoi do phé
cau tai 12 trung tam & Argentina, Brazil va Cong hoa Dominica, phat hién
bang phuong phap cay mau chiém 55,65%, bang phuong phéap cdy dich mang
phdi chiém 44,35% [33].

Cac phuong phap chan doan xac dinh phé cau trong viém phdi & tré em
la mdt thach thirc trong thuc hanh 1am sang. Céy mau hién dugc xem la

phuong tién t6t nhat dé xac dinh nguyén nhan viém phdi do vi khuan & tré
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em, tuy nhién cdy mau chi phat hién dugc 5-15% viém phdi do phé cau. Cay
dich rira phé quan phé nang 1a mot thim do xam nhap, chi dugc thuc hién khi
khéng dap tung voi diéu tri, viém phdi ning, suy ho hap phai dit dng noi khi
quan, hodc suy giam mién dich nghi ngd mam bénh co hoi. Cdy dom c6 hiéu
qua chan doan thap do hau hét cac tré nho khong c6 kha ning tao ra mau dom
thich hop [102]. Cy dich mang phdi 1a phuong phap xam l4n, tuy nhién két
qua duong tinh chi dat cao nhat dén 24%. PCR dich mang phdi c6 thé phat
hién 71% nguyén nhan tran dich mang phoi [52].

Ngo Thi Thi va cong su (2003), nghién ctru xac dinh vi khuan giy bénh
viém phdi ¢ tré em dudi 5 tudi bang phwong phéap cay dich miii hong tai Bénh
vién Nhi Trung uong, két qua nghién ctru cho thay voi két hop chan doan
viém phéi dua trén 14m sang véi két qua nudi cdy dich hong mii dat > 107
khuan lac/ml thi chan doan dugc 69,16% nguyén nhan vi khuan [23].

Henry C Baggett va cong su (2017), nghién ctru vai tro cua mat do khuin
lac dudng ho hép trén trong chan doan viém phdi do phé cau & tré em dudi 5
tudi cho thiy véi mat do khuan lac duong ho hap trén > 10°° khuédn lac/ml
lién quan chat ché véi viém phdi do phé cau vé mat vi sinh va c6 thé sir dung
dé cai thién ty 16 hién méc viém phdi do phé cu & tré em [43].

Ping Puc Anh va cong sy (2007), nghién ctru ting mat do khuan lac vi
khuan ¢ duong miii hong va viém phdi duoc chan doan bang X-quang phdi ¢
Viét Nam thay ¢ tré viém phoi dugce chan doan dya trén 1am sang va X-quang
phdi thi mat do khuan lac vi khuan ¢ miii hong > 10%/ml dugc dung dé chan
doan nguyén nhan viém phdi & tré em.

Dafne C. Andrade v cong su, nghiém ctru nhiing tré dugc chan doan vé
1am sang 1a viém phoi mic phai tai cong ddng, nhitng tré bi viém phdi dugc
x4c nhan trén X-quang c6 ty 1& nhiém S. Pneumoniae cao hon so véi nhiing
tré dugc chup X-quang phdi binh thuong (OR=2,8, 95%CI: 1,8-4,3), trong

khi d6 khong c6 su khéac biét vé ty 16 nhiém H. Influenzae va M. Catarrhalis
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giita tré em bi viém phdi mic phai tai cong dong co va khong c6 xac nhan
chup X-quang [38]

4.2.5. Pgc dieém khang khang sinh cia phé cdu

4.2.5.1. Kha nang dé khang khdng sinh ciia phé cau

Qua phan tich khang sinh dd, chiing toi thay phé cau c6 ty 1é khang rat
cao voi cac khang sinh nhom macrolid (97,4% vé1 azithromycin, 98,5% véi
clarithromycin  va 96,9% vd&i  erythromycin), khang 90% véi
trimethoprim/sulfamethoxazon, khang 95,3% vé1 clindamycin, khang 73,4%
v6i tetracyclin, 19% khang véi chloramphenicol. Phé cau giam nhay cam voi
penicillin, 56,1% khong nhay cam vai penicillin G, chi con 3,8% phé cau
nhay cam véi penicillin V. Tuy nhién phé ciu con nhay cam 95% voi
amoxicillin, nhay cam 100% véi rifampin, linezolid, vancomycin. Phé cau
giam nhay cam voi cac khang sinh cephalosporin thé hé thir 3 (C3G): 57,4%
nhay cam v&i cefotaxim va 61,1% nhay cam véi ceftriaxon. Phé cau da khang
véi cac khang sinh quang trong levofloxacin (khang 0,6%).

Jae-Hoon Song, Pham Hung Van va cong sy (2004), nghién cuu tinh
trang khang khang sinh ctia phé cau ¢ 14 trung tdm cta 11 nuéc Chau A va
Trung POng tr thang 1 nam 2000 dén thang 6 nam 2001, két qua thu dugc
685 ching phé cau (Viét Nam 64 chung) c6 23% la trung gian (MIC =0,12-
1ug/ml), 29,4% khang véi penicillin (MIC > 2 pg/ml), (Viét Nam, 20,6% la
trung gian va 71,4% la khang v6i penicillin). Ty 1€ trung gian va khang véi
amoxicillin 1an luot 13 2,6% va 4,4% (Viét Nam 14,3% va 22,2%). Ty 1én
trung gian va khang vai ceftriaxon 1a 1,9% va 0,9% (Viét Nam 1a 9,5% va
3,2%). Ty I¢ trung gian va khang véi erythromycin 1a 1,8% va 53,1% (Viét
Nam la 92,1% va 1,6%) [146].

Pham Hung Van va cfng su, nghién ctru trong 2 ndm 2010 va 2011, tai
11 Trung tdm & ca 3 Mién cta Viét Nam trong d6 c6 Bénh vién Nhi Trung
Uong. Két qua thu duoc 206 ching phé cau tir tré em, phé cau khang 99,5%
vol azithromycin, 99% véi erythromycin, khang 96,1% véi TMP/SMX,
khang 86,4% vdi clindamycin, khang 81,6% véi tetracyclin, khang 68,4% véi
chloramphenicol. Phé cau con nhay cam véi penicillin, chi c6 1% khang véi
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penicillin. Phé cau nhay cam 100% vai amoxicillin va v&i vancomycin. Phé
cau di khang 0,5% vé6i khang sinh quang trong levofloxacin [153].

Torumkuney D., Van P. H. Va cOng su nghién ctru tinh trang khang
khang sinh ciia phé cau tir 2016-2018 & bon nudc Pong Nam A trong d6 co
Viét Nam, két qua thu duoc 161 ching phé cdu ¢ Viét Nam. Phé cau khang
93,8% voi azithromycin, khang 96,3% v6i clarythromycin, khang 95,7% véi
erythromycin, khang 78,3% voi TMP/SMX. Chi con 62,1% ching phé cau
nhay cam véi ceftriaxon. Phé cau c¢6 12% va 28% trung gian va khang voi
amoxicillin, phé cau giam nhay cam véi penicillin, c6 30,4% khong nhay cam
voi vot penicillin G, chi con 1,2% nhay cam véi penicillin V. Ba c6 10%
chung phé cau khang véi khang sinh quang trong levofloxacin [151].

Két qua nghién ctru cua ching tdi ciing cho thdy phé cau khang véi 3
nhoém khang sinh chiém ty 18 cao nhat (32,93%), c6 mét truong hop khéang
véi tat ca 6 nhom khang sinh (chiém 0,61%). Phé cau da khang (khang it nhat
3 nhom khéng sinh) chiém 64%.

Tac gia Mattias Larsson va cOng su, nghién ctru tinh da khang khang sinh
ctia viing noéng thén Ba Vi trong cac nam 1999, 2007 va 2014 thay ty 1é da
khang khang sinh cua phé cau lan luot 1a 31%, 60% va 80% [92-111]. Nghién
ctru cua tac gia Wang C. Y. Va cdng su tai 10 Bénh vién & Trung Quéc vao
nam 2016 c6 ty 1& da khang khang sinh ctia phé cau 1a 46,1% & bénh nhi c6
bénh phé cau xaAm nhap [158]. Mang ludi gidm sat tdc nhan khang thuéc Chau
A da thyc hién nghién ctru gidm sat tién ctu tai 60 bénh vién & 11 qudc gia
Chau A tir naim 2008 dén 2009, phé cau da khang thudc chiém 59,3%, trong d6
¢ Trung Quéc la 83,3% va & Viét Nam la 73,3% [106].

Ty 1& phé cau da khang khang sinh trong nghién ctru cia chung toi tuong
duong voi két qua nghién ctru ciia Mang ludi giam st tac nhan khang thudc
Chau 4, cao hon két qua nghién ctru cta tic gia Wang C. Y.. Két qua nghién
ctru cta chung toi thiap hon han két qua nghién ctu cia tic gia Mattias

Larsson do tac gia ldy diém ngit pK/pD cia khang sinh penicillin va


https://pubmed.ncbi.nlm.nih.gov/?term=Torumkuney+D&cauthor_id=32337597
https://pubmed.ncbi.nlm.nih.gov/?term=Van+PH&cauthor_id=32337597
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cefotaxim theo tiéu chuan cu 1a 0,06-2ug/ml va 0,5-2pg/ml, thap hon trong
nghién ctru cta ching toi (tiéu chuan méi, diém ngit pK/pD cua khang sinh
penicillin G 1a 2-8ug/ml, penicillin V la 0,06-2ug/ml va cefotaxim la 1-
Apg/ml). Tuy ty 1é da khang sinh cta phé cau khong gidng nhau tiy theo thoi
gian va dia diém nghién ctru nhung ty 18 nay hau hét trén 50% va cang ngay
cang tang, 1a méi de doa 16n dén nén y té cua toan thé gioi.

Phé cau da khang khang sinh 1an dau tién dugc mo ta vao nim 1977 tai
Nam Phi sau d6 lan ra khip thé gii. Phé cau khang v&i khang sinh penicillin
déng thoi khang véi cac khang sinh nhom macrolid, clindamycin,
chloramphenicol, trimethoprim/sulfamethoxazon va tetracyclin, tuy nhién phé
cau con nhay véi cac khang sinh vancomycin, rifampin, imipenem. Tir d6 dan
dén pha v& nguyén tic st dung khang sinh nhu st dung ceftriaxon,
clindamycin dé diéu tri viém tai giita, str dung imipenem, vancomycin dé diéu
tri viém phoi va st dung vancomycin, rifampin dé diéu tri viém mang nao
[106]. Piéu nay lam tang 4p luc chon loc do str dung khang sinh rong rai va
tiép tuc dan dén tinh trang khang khang sinh. Van dé nay chi duoc giai quyét
khi chiing ta thyc hién t6t cac bién phap phong bénh, dic biét can phai nghién
ctru, phat trién va st dung vic xin phé cau dé giam ty 1¢ bi bénh va giam ty 16
nguoi lanh mang vi khuan, dong thoi can kiém soat tot viéc sir dung khang
sinh trong bénh vién ciing nhu ngoai cong dong.

Theo Trung tim dit liéu qudc gia vé phé cau ctia Phap, tir khi ap dung
chién lugc quéc gia vé quan 1y va s dung khang sinh (nim 2001) va tir khi
dua vic xin phong chéng phé cau vao chuong trinh tiém chung mé rong (nim
2003), ty 18 phé cau giam nhay cam véi penicillin giam dan déu tir 52% vao
nam 2003 xudng 21% vao nam 2014 [172].
4.2.5.2. Bdc diém viém phéi do phé cau khdng khang sinh

- Kha ning nhay cam ciia phé cau véi khang sinh cefotaxim lién quan

dén tudi cua tré bi viem phdi do phé cau, tré dudi 2 tudi it nhay cdm véi
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cefotaxim hon so véi tré tir 2 tudi tré 1én, véi p <0,05. Tiém ching mé rong
khong day du lién quan c6 y nghia thong ké dén tinh trang khang cefotaxim
ctia phé cau véi p < 0,05, ty 16 khang cefotaxim cao ¢ nhom tré tiém chung
mo rong khong ddy du (57,69%). Tiém vic xin phong phé cau khong lién
quan dén tinh nhay cam khang sinh ciia phé cau vdi cefotaxim, tuy nhién ty
1¢ khéng tiém vic xin cao ¢ ca 3 nhém nhay cam (95,70%), trung gian
(93,02%) va khang (96,15%) ctia phé cau voi cefotaxim

- Pic diém 1am sang cua viém phoi do phé cau khang khang sinh

Két qua nghién stru ctia chung t6i ¢6 tinh trang dé khang khang sinh ciia
phé cau véi cefotaxim lién quan c6 y nghia thong ké dén triéu ching tim tai
clia tré viém phdi do phé cau, viém phdi do phé cau khang véi cefotaxim
chiém ty 18 cao nhat (26,92%), trung gian (18,6%), thap nhat 1a viém phdi do
phé cau nhay cam voi cefotaxim (6,45%).

4.3. Két qua can thiép diéu tri
4.3.1. Két qud diéu tri

Két qua nghién ciru ctia chung ti €6 2,42% di chirng mang phoi, 13,94%
do bénh va 83,64% khoi bénh hoan toan. Trong nghién ctru cua ching toi
khong c6 bénh nhi tir vong.

Theo tac gia Bé Van Cam va cong sy, nghién ctru mot s6 yéu to lién
quan dén tir vong trong viém phdi tré em duéi 5 tudi tai Khoa Nhi Bénh vién
Da khoa Thai Nguyén nam 1994 c6 6,2% bénh nhi tir vong trong d6 nhom tré
dudi 2 thang cé 22,7%, nhdm tré 2-11 thang c6 3,64% va nhom tré 12-59
thang c6 2,11% ti vong trong sb tré viém phdi cuing nhom tudi. Cac yéu td
lién quan dén tir vong 1a tré co can nang luc sinh thap, suy dinh dudng, dén
vién muodn va cip ciru ban dau chua tot [7].

Hoang Ngoc Anh va cdng su, nghién ctru 36 bénh nhi viém phéi thuy tai
Khoa Ho hap, Bénh vién Tré em Hai Phong tir thang 1 dén thang 12 nim
2015, c6 16 bénh nhi x4ac dinh dugc nguyén nhan vi khuan trong d6 9 bénh
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nhi viém phdi do phé cau. Két qua diéu tri c6 97,2% khoi bénh, 2,8% khong
cai thién phai chuyén lén tuyén trén, khong co bénh nhi tr vong. Thoi gian
diéu tri tring binh 15,41 + 4,35 ngay [1].

Pia Toikka va cong su, nghién ctru tir thang 1 nim 1985 dén thang 12
nam 1994 tai Phan Lan, thu dugc 85 bénh nhi c6 cAdy mau duong tinh véi phé
cau va tén thuong viém phdi trén X-quang phdi. Két qua diéu tri khéng co
bénh nhi tir vong, c6 6% bénh nhi tai phat mot dot viém phdi méi trong vong
thoi gian 1 thang (chi theo ddi dugc 48 bénh nhi), mot bénh nhi cidy mau
duong tinh v&i phé cau sau 4 tudn ngimg diéu tri nhung khong co biéu hién
nhiém trung [150].

O nuéc ta cho dén nay chua c6 mot nghién ctru ndo vé két qua diéu tri
viém phdi do phé cau & tré em ma két qua duogc phan anh qua viém phoi
chung ma & d6 phé cau 1a nguyén nhan giy bénh chiém ty 1é cao nhat. Két
qua nghién ciru cua chung t6i twong tu két qua nghién ctru ciia Hoang Ngoc
Anh va cong su vé ty 1¢ khoi bénh cao va khong c6 bénh nhi tir vong. Tuy
nhién, thoi gian diéu tri trung binh trong nghién ctru ciia ching toi ngan hon
do ching t61 cho bénh nhi ra vién sém hon khi viém phéi chua khéi hoan toan
va tiép tuc udng khang sinh tai nha, do d6 trong nghién ctru cua chung toi, ty
1¢ khoi bénh thap hon thay vao d6 1a ty 1& bénh nhi d& bénh. Trong khi d6
trong nghién ctru cia tac gia Bé van Cam, ty 18 tir vong chiém 6,2 %, do tai
thoi diém d6 diéu kién kinh té x4 hoi con kho khan, ty 18 tré suy dinh dudng
con cao, giao thong kho khan nén tré dugc dua dén vién mudn. Mat khac, kha
ning dap ung cua hé thong y té dia phuong con han ché 1am anh huéng dén
két qua diéu tri.

Bao cao cua Ganh nang bénh tat toan cau, ty 1€ tir vong ctia viém phé)i do
phé ciu & tré em dudi 5 tudi 1a khac nhau tuy khu vuc, cao nhat 1a khu vue
Pong Nam A, chiém 61,2% trong tong sd tir vong do viém phoi & cing do

tudi, thap nhat 1a khu vyuc phat trién Biac My, chiém 46,6% [85].
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4.3.2. Thoi gian diéu tri
Thoi gian diéu tri theo mirc d9 ciia bénh

Két qua nghién ctru cho thiy thoi gian diéu tri trung binh 13 10,23 +
5,81 (ngay), ctia nhom viém phdi khong ning do phé cau la 8,56 + 4,11, cua
nhém viém phdi ning do phé cau 1a 11,04 + 6,34. Thoi gian diéu tri dai hon &
nhém viém phoi ning do phé cau 1a c6 ¥ nghia thong ké voi p <0,05. Thoi
gian diéu tri kéo dai > 2 tun chiém 20% tong s tré viém phoi do phé cau.

Tac gia Yu-Chia Hsieh va cong su (2004), nghién ciru hdi ciru vé viém
phéi do phé cau & tré em Dai Loan cho thiy thdi gian diéu tri viém phoi do
phé cau khong bién ching va c6 bién ching viém mi mang phoi va hoai tir
phéi 14 12,6 + 6,8 ngay va 25,2 + 12,0 ngay [192]

Thot gian nam vién trung binh dugc xem 1a mot chi s6 vé hiéu qua, thoi
gian nam vién trung binh ngin hon s& giam chi phi nam vién do d6 giam ganh
nang vé kinh té cho gia dinh va xi hoi.

Thoi gian diéu tri theo thoi gian méc bénh truéc nhap vién

Khi phan tich két qua nghién ctru chung t6i thdy nhitng bénh nhi vao
vién sém trong 3 ngay dau bi bénh co thoi gian diéu tri trung binh 14 9,12
ngay, trong khi nhiing bénh nhi vao vién ¢ thoi diém 4-6 ngay va tir 7 ngay
tré 1én c6 thdi gian diéu tri trung binh lan luot 1a 10,43 va 10,94 ngdy. Tuy
nhién su khac biét nay khong cé y nghia théng ké véi p>0,05.

4.3.3. C4c yéu 16 lién quan dén két qua diéu tri
- Lién quan giita cdn lam sang voi thoi gian diéu tri

Khi phan tich két qua cin 1am sang chung toi thay thiy viém phoi do phé cau
c6 bién chimg tran dich mang phdi, viém mi mang phdi lién quan co y nghia
thong ké dén thoi gian diéu tri kéo dai, OR = 14,4, p< 0,05,

Tac gia Yu-Chia Hsieh va cong su (2004), nghién ctr vé viém phdi do phé
cau tai Pai Loan thay c6 thoi gian diéu tri trung binh ciia viém phdi do phé cau
khong bién chimg va viém phdi do phé cau c6 bién chimg lan luot 13 12.6 + 6.8
ngay va 25.2 + 12.0, su khéc biét 1a c6 y nghia théng ké véi p< 0,005 [192].



119

Trong nghién ctru cua chiing t61 c6 8 trudng hop cb hinh anh tran dich mang
phdi trén X-quang nguc trong d6 ¢6 4 truong hop viém mu mang phdi giai doan
som déap tmg tot v6i diéu tri ndi khoa, khong dé lai bién chimg, mot trudng hop
dich mang phoi khong dong nhat, diéu tri noi khoa dap tmg cham nén két hop voi
phuong phap mé mang phoi tbi thiéu va hit dan Iuu lién tuc. C6 3 truong hop 6
cin mang phdi, can can thiép mo ndi soi dé boc tach va giai phong 6 can. Thoi
gian diéu tri trung binh 14 18,22 (7- 36) ngay.

- Lién quan giita tinh trang thiéu mdu voi thoi gian diéu tri
Thiéu mau hay gip ¢ tré em 1a thiéu mau dinh dudng, thiéu mau dinh

dudng thuong gap trong viém phdi ¢ tré em, nd 1 hau qua va vira 1a yéu t6 nguy
co cta viém phdi ¢ tré em. Tac gia Nguyén Thi Hong Nhan va cong su nghién
ctru mbi lién quan gitra thiéu mau thiéu sat va tinh trang méc bénh viém phoi & tré
em dudi 5 tudi duoc kham va diéu trj tai Bénh vién da khoa Xanh P6n ndm 2017
thiy c6 72,2% bénh nhi c6 thiéu mau thiéu sat, thiéu mau thiéu sit 13 yéu to nguy
co viém phoi & tré em dudi 5 tudi (OR = 4,33, 95%Cl: 1,72-9,52, p < 0,05) [16].

Tac gia Ho D3 Vinh va cong su (2015), nghién ctu tinh trang thiéu mau &
tré em tir 2 thang dén 5 tudi tai Khoa Nhi, Bénh vién Trung uong Hué cho thay
mirc d6 thiéu mau lién quan c6 ¥ nghia thong ké dén murc d6 ning cua viém phoi
véip <0,01 [29].

Qua phan tich két qua nghién ctru cta ching t6i thay rang tinh trang thiéu
mau 1 yéu to nguy co ciia diéu tri kéo dai > 14 ngay (OR =2,03; 95%Cl: 1,09-
5,14, p = 0,03).

Thiéu mau dinh dudng giy giam stc dé khang cua tré, nguy co mic viém
phdi ning do phé cau lam kho khin cho cong tac diéu tri do d6 can ting cuong
dinh dudng cho tré, dam bao ché d¢ dinh dudng hop 1y trong qué trinh diéu tri 13

yeu td quan trong giip tang hiéu qua va rit ngan thoi gian nam vién.
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- Lién quan giita tinh trang khang khdng sinh véi thoi gian diéu tri

Phén tich méi lién quan giir tinh trang dé khang khang sinh véi thoi gian
diéu tri, chung toi thaytinh trang khang khang sinh cua phé cau véi cefotaxim
va ceftriaxon lién quan c6 ¥ nghia thong ké dén thoi gian diéu tri kéo dai véi
p<0,05. Cu thé 1a nhiing tré viém phoi do phé cau trung gian véi ceftriaxon ¢
thoi gian diéu tri > 14 ngay cao gap 3,25 lan so voi nhing tré viém phdi do
phé cau nhay cam véi ceftriaxon (95% CI: 1,21-8,71; p< 0,05). Nhiing tré
viém phoi do phé cau khang vdi ceftriaxon c6 thoi gian diéu tri > 14 ngay cao
gap 4,33 lan so voi nhing tré viém phodi do phé cau nhay cam véi ceftriaxon
(95% CI: 1,71-10,99; p< 0,005). Nhiing tré viém phdi do phé cau trung gian
v6i cefotaxim co thoi gian diéu tri > 14 ngay cao gip 3,69 lan so vé6i nhiing
tré viém phoi do phé ciu nhay cam véi cefotaxim (95% CI: 1,06-6,81; p<
0,05). Nhimg tré viém phoi do phé cau khang vé6i cefotaxim c6 thoi gian diéu
tri > 14 ngay cao gap 5,73 1an so v6i nhiing tré viém phoi do phé cau nhay
cam voi cefotaxim (95% CI: 2,11-15,58; p< 0,005). Tuy nhién trong nghién
ctru nay, chiing toi khong thdy méi lién quan giita tinh da khang khang sinh
ctia phé cau va thoi gian diéu tri kéo dai c¢6 ¥ nghia thdng ké vai p>0,05.

Tac gia Seong-Ho Choi va cong su (2012), nghién ctru vé nhiém khuan
huyét do phé cau (khong viém mang nio) c6 53,85% viém phoi . Thoi gian
diéu tri trung binh cta nhom phé cau khong nhay cam voi penicillin va coa
nhom nhay cam vaéi penicillin tuong Umg 1a 14 ngay va 12 ngay, tuy nhién su
khac biét nay khong c6 ¥ nghia thong ké véi p = 0,89 [69].

Phé cau c6 ty 1¢ nhay cam khong cao véi cac khang sinh cephalosporin
thé hé thtr 3 (58,4% voi cefotaxim va 62% voi ceftriaxon) va c6 MICq cao (4
ng/ml), trong khi diém giy pK/pD cua cac khang sinh nay 1a 1- 4 pg/ml, do
d6 dé co thé dat duge hiéu qua diéu tri chung ta phai tang lidu va tang s6 1an

dung khang sinh trong ngay, diéu nay rat kho dam bao & tré em.
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KET LUAN
1. Pic diém dich t& 1am sang va yéu t6 lién quan cia tré bi viém phéi do
phé cau.
- Pic diém dich t& 1am sang: Viém phdi do phé cau chiém 44 % viém phdi &
tré em, ty 16 nam/nir = 1,89/1, tap trung chil yéu & d6 tudi tir 2 thang dén 2
tudi chiém 80% viém phoi do phé cau. Viém phoi thity chiém ty 1& 20%, viém
phé quan phoi chiém 80%, tran dich mang phdi chiém 4,85%. Ty 1& viém phoi
ning tuong ddi cao chiém 68% 74% tré dén tir thanh thi, chi c6 5,45% duogc
tiém phong vac xin phé cau, 64% tré da dung khang sinh trudc vao vién.
- Yéu t6 lién quan dén viém phdi do phé ciu & tré em.
+ Tién sir hen & tré 16n, > 3 dot kho khé & tré nho c6 nguy co viém phoi do
phé cau gap 2,09 lan (95%Cl: 1,10- 4,63, p < 0,05)
+ Tré song trong gia dinh c¢6 nguoi hat thude 14 co nguy co viém phoi do phé
cau gip 1,85 lan so véi tré séng trong gia dinh khong c6 ngudi hat thude 14
(95%Cl: 1,11- 3,34, p< 0,05).
+ Nubi chd, méo c6 nguy co viém phdi do phé cau gip 2,32 lan (95%Cl:
1,18- 4,41, p< 0,05).
+ Tré sdng trong gia dinh niu 4n bang bép gas c6 nguy co viém phdi gap 2,52
lan tré sdng trong gia dinh khong nau an bang bép gas (95%Cl: 1,09- 5,34, p<
0,05)
2. Pic diém 1am sang, cAn lAm sang ciia viém phodi do phé cau ¢ tré em va
tinh khang khang sinh ciia phé cau trén tré mic viém phoi do phé ciu
- Pic diém 1am sang: Sot chiém 89,70% trong d6 st cao chiém 41,82%. Ho
(95,15%), chay miii (90,91%), tim tai (12,73%), ran am/nd (80,61%), rt I16m
16ng nguc (62,42%)
- Pic diém cin 1Am sang: Bach ciu ting chiém 92,12%, CRP ting (67,27%),
thiéu méau (40,61%), X-quang c6 hinh anh viém phdi thuy (20%) va hinh anh
tran dich mang phoi (4,85%)
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- Tinh khang khang sinh ciia phé ciu trén tré mic viém phéi do phé ciu
Phé cau c6 ty 18 khang rat cao, trén 95% véi cac khang sinh nhom

macrolid, khang 90% véi cotrimoxazol, khang 95,3% vdi clindamycin. Phé

cau nhay cam 43,9% véi penicillin G (MICge=4 pg/ml), nhay cam 57,4% véi

cefotaxim (MICq = 4 png/ml), nhay cam 61,1% véi ceftriaxon (MICqyy = 4

png/ml), nhay cam 95% v&i amoxicillin (MICgg = 2 pg/ml), nhay cam 100%

v6i rifampyecin, linezolid, vancomycin. Phé cau da khang khang sinh chiém

64%.

3. Két qua can thiép diéu tri

- Két qua diéu tri

+ Khoi bénh hoan toan 1a 83,64%, do bénh 1a 13,94%, di chiing day mang

phéi 14 2,42%, khong c6 bénh nhi tir vong.

+ Thoi gian diéu tri trung binh la 10,23 + 5,81 ngay,

- Yéu t6 lién quan dén thoi gian diéu tri > 14 ngay

+ Phé cau khang vai ceftriaxon (p = 0,002; OR = 4,33), trung gian véi

ceftriaxon (p = 0,01; OR = 3,25)

+ Phé cau khang vé&i cefotaxim (p = 0,001; OR = 5,73), trung gian voi

cefotaxim (p = 0,03; OR = 3,69)

+ Viém mi mang phdi (p = 0,0003; OR= 14,4)

+ Tinh trang thiéu mau cta bénh nhi (p =0,03; OR=2,03).
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KIEN NGHI

1. Phong bénh viém phdi do phé cau & tré em: Nén phong tranh cac yéu td
lam ting nguy co viém phdi do phé cau ¢ tré em nhu tranh khoi thude 14,
khong cho tré tiép xuc véi chd, meéo dac biét nhitng tré c6 co dia di ung, kiém
soat tot bénh hen, kho khé tai dién. Khong dun ndu bang bép gas trong phong
kin, can c6 phuong tién luu thong khong khi tot dé tranh cho tré hit phai cac
khi thai ra trong qua trinh dun nu bang gas. Tuy nhién, cAn nghién ctru thém
vé viém phoi do phé cau ¢ tré em trong cong ddng dé xac dinh dic diém dich
t& va yéu t6 lién quan gitip cho cong tac phong bénh hiéu qua.

2. Chan doan va diéu tri viém phoi do phé cau ¢ tré em: Str dung cac phuong
tién chan doan dé nang cao kha ning phat hién viém phoi do phé cau & tré em
nhu ciy dinh luong dich ty hau nén duogc ap dung rong rii & tuyén co s, ciy
mau nén dugc thue hién & tat ca cac tré bi viém phéi va xét nghiém Realtime
PCR dich mang phé)i & nhitng bénh vién c¢6 kha nang thyc hién xét nghiém
nay. Dua vao dic diém 1am sang va can 1am sang, md hinh khang khang sinh,
mot sd yéu t6 lién quan dén viée diéu tri kéo dai ma chung ta co thé xay dung
huéng dan chan doan va diéu tri riéng cho viém phoi do phé cau ¢ tré em.

3. Giam tinh trang khang khang sinh ctia phé cau: Két hop quan 1y khang
sinh, nang cao nhan thirc cong dong bang viéc cung cap thong tin nhim thay
d6i thoi quen st dung khang sinh qua mitc & trong bénh vién ciing nhu ngoai
cong dong. Xdy dung mot hé thdng giam sat qudc gia vé phé cau nham theo
ddi cac chi so lién quan dén phé cau nhu ty 1¢ mang phé cau, tinh trang khang
khang sinh, ty 1¢ va ganh niang cua cac bénh xam nhap do phé cau giy ra & tré

em ddc bi¢t viém phoi do phé cau & tré em.



TiINH KHOA HQC, TINH MOI, KHA NANG UNG DUNG

Tinh khoa hoc

Dé tai nghién ctiru duoc thiét ké theo cac phuong phap nghién ciru khoa
hoc chuéan dang dugc ap dung rong rai tai Viét Nam va trén thé giol do la
phuong phap mo ta loat ca bénh tién ciru, phan tich, danh gia giai phap can
thiép diéu tri.

Céc dau hiéu va tiéu chuan 1am sang duoc danh gia boi nghién ctu sinh
va cac bac s§ Nhi khoa chuyén nganh Ho hép tai bénh vién Nhi Trung uong.

Cac k¥ thuat xét nghiém dugc ap dung dé xac dinh céc chi s6 nghién ctru
1a cac cong nghé hién dai, cac phong xét nghiém dat tiéu chuan ISO.

Pé tai nghién ctru da str dung cic phuong phap ma hoa, nhap va xir Iy sd
liéu chudn, tin cdy dya trén cac phan mém thong ké chuyén dung nhu Epidata,
SPSS, STATA nén két qua c6 do tin cay cao.

Tinh mé1i, kha nang ung dung

Két qua cua dé tai nghién ctru 13 1an dAu tién nghién ciru mot cach day
du, hé thong vé viém phoi do phé cau 6 tré em tai Viét Nam bao gom dich t&,
lam sang, can 1am sang, yéu t6 lién quan va danh gia két qua can thiép diéu
tri. Két qua nghién ctru la co s khoa hoc giup chan doéan kip thoi, diéu tri va
du phong bénh, nham giam ty 1& mic va ty 18 tr vong cua viém phoi do phé
cau O tré em.

Xac dinh kha ning nhay cam ctia phé cau voi khang sinh bang cach xac
dinh MIC, MICsg, MICy, 1a c& cho viéc chon lya khang sinh va céach stir dung

cua no trong diéu tri viém phoi do phé cau ¢ tré em.



HAN CHE CUA NGHIEN CcUU

Pé tai nghién ctru dugc thuc hién tai Bénh vién Nhi Trung wong, 1a co so
diéu tri tuyén cudi cung cho céc bénh nhi méc bénh tir cac tinh phia bic nén
mot sb yéu t6 dich té chi mang tinh chit dich t& hoc 1am sang, khong ngoai
suy dugc cho cong dong, khdng dai dién cho cong dong trong ca nudc.

Pé tai duoc thuc hién & bénh vién, chi tién hanh trén nhimg bénh nhi dén
tir cac tinh khac nhau nén phu thudc nhiéu vao yéu té khach quan nhu khoang
cach dén vién, phuong tién di lai, duong x4, thoi tiét ... do d6 con han ché
trong viéc phat hién ra céc yéu tb nguy co cua bénh lam han ché cac bién
phép can thiép phong bénh, nhat 13 can thiép bang vic xin trong giam ty 1¢

mac cua bénh va gidm ganh ndng bénh tat do phé cau gay ra ¢ tré¢ em



NHUNG CONG TRINH NGHIEN CUU LIEN QUAN DPEN
LUAN AN PA PUQC CONG BO
1. Nguyén Dang Quyét, Pao Minh Tuén, Bui Quang Phuc va Truong Thi Viét
Nga (2021). Tinh hinh dé khang khang sinh ctia phé cau va két qua diéu tri
viém phdi do phé cau ¢ tré em tai Bénh vién Nhi Trung wong. Tap chi Nghién
ctru va Thuc hanh Nhi khoa, 5(4), 27-34.
(https://doi.org/10.47973/jprp.v5i4.345)

2. Nguyén Ping Quyét, Pao Minh Tuan va Bui Quang Phlc (2021). Pic
diém 1am sang va can 1am sang cta viém phdi do phé cau & tré em tai Bénh
vién Nhi Trung wong. Tap chi phong chong bénh sét rét va cac bénh ky sinh
trang, 5(125), 33-40.

3. Nguyén Piang Quyét, Pao Minh Tuan va Bli Quang Phic (2022). Mot so
dic diém dich t& 1am sang va yéu tb lién quan cua tré mac viém phoi do phé
cau diéu tri tai Bénh vién Nhi Trung uong. Tap chi phong chéng bénh sdt rét

va cac bénh ky sinh trung, 1(126).



TAI LIEU THAM KHAO

13 Hoanh Ngoc Anh, Tran Thi, Thém va Pham Thi Huong (2017). Pac
diém lam sang, cén lam sang va két qua diéu tri viém phoi thuy tai khoa H6
hap Bénh vién Tré em Hai Phong. Tap chi Nhi khoa, 10 (6), 10-17.

2. Nguyén Thi Ngoc Anh va Nguyén Hoang Lan (2016). Nghién ctru tinh
hinh nu6i con bang sira me¢ hoan toan trong sau thang dau tai Thanh ph6 Hoi
An. Tap chi Duoc hoc- Truong Dai hoc Y Duoc Hué, 6 (3), 36-42.

3. Nguyén Thi Van Anh va Nguyén Vin Bang (2007). Khao sat tinh hinh
sir dung khang sinh trong diéu tri viém ph01 & tré em tai Khoa Nhi Bénh vién
Bach Mai nam 2006. Y hoc Thanh phé Ho Chi Minh, 11 (4), 94-99.

4, Nguyén Vin Bang (2009). Panh gia khang khang sinh cta cac chung vi
khuan phan 1ap tir tré em viém phdi diéu tri tai Khoa Nhi Bénh vién Bach
Mai. Tap chi Nhi khoa, 3 (4), 28-34.

5. Pham Van Ca (2003). Tinh hinh khang thudc ctia Streptococcus
pneumoniae va Haemophilus influenzae & cong dong. Y hoc du phong, 13 (1),
133-136.

6. Pham Van Ca va Lé DPang Ha (2003). Ty I¢ khée manh mang
Streptococcus pneumoniae va Haemophilus influenzae ¢ Vi Xuyén (Ha
Giang) va Van DBon (Quang Ninh). Nghién ciru Y hoc, 23 (3), 42-49.

1. Bé Vin Cam va cong sy (1994). Mot s6 yéu t lién quan dén tir vong

trong viém phoi tré em dudi 5 tudi tai Bénh vién Pa khoa Thai Nguyén. Nhi
khoa, 3 (2), 62-64.

8. Nguyén Vin Dip (1997). Ty 1é mang S. pneumoniae, H. influenzae va
S. pyogenes ¢ tré lanh va d0 nhay véi cam khang sinh ctua ching. Tap chi
Duwoc hoc, 4, 18-19.

9.  Lé Thi Hong Hanh, Nguyén DPing Quyét, Nguyén Thi Ngoc Tran va
cong sy (2013). Nghién ctru dic diém 1am sang, can 1am sang va tinh nhay
cam véi khang sinh cua khang sinh trong viém phdi thuy ¢ tré em. Tap chi Y
hoc Viét Nam, 411, 53-59.

10. Tran D6 Hung va Nguyén Thai Son (2008). Nghién ctru ty 1é mang va
dd nhay cam khang sinh ctia Streptococcus pneumoniae va Haemophilus



influenzae & tré 2-5 tudi tai Thanh phé Can Tho (2006-2007). Tap chi Y duwoc
hoc qudn su, 33 (3), 34-39.

11.  Nguyén Cong Khanh, Lé Nam Tra, Nguyén Thu Nhan va cong su
(2016). bac diém mau tré em. Bai giang Nhi khoa, Nha xuat ban Y Hoc, Ha
Noi, 961-965.

12.  Hoang Dinh Long (1991). Phé cau khuan. Ky thudt xét nghiém Vi sinh
Y hoc, Nha xuat ban van hoa, Ha Noi,

13.  Nguyén Thi Huong Mai, Pd Cam Thanh, Dinh Thi Ngoc Mai va cong
su (2020). Ho1 chung thi€u méu & tré em. Bai giang Nhi khoa, Bo mon Nhi,
Truong Pai hoc Y Ha Noi, NXB Y hoc, Ha No1, Tap 1, 244-251.

14.  Pham Thu Nga, Nguyén Thi Yén va Lé Van Trang (2014). Tinh hinh
khang khang sinh cta Streptococcus pneumoniae va Streptococcus mitis gay
viém phéi O tré em tai Bénh vién Nhi Thanh Ho6a nam 2012. Tap chi Nhi
khoa, 7 (6), 22-27.

15.  Quach Ngoc Ngan va Pham Thi Minh Hong (2014). Pic dlem lam sang
va Vi sinh cia viém phdi cong dong ¢ tré em tir 2 thang dén 5 tudi tai Bénh
vién Nhi déng Can Tho. Y hoc Thanh phé Ho Chi Minh, 18 (1), 294-300.

16. Nguyen Thi Hong Nhéan va Nguyen Van Long (2019). Méi lién quan
gitra thiéu méu thiéu sat va tinh trang mac bénh viém phoi & tré em dudi 5

tudi duge kham va diéu tri tai Bénh vién da khoa Xanh Pon nim 2017. T ap
Chi Nghién ciru Va Thuc hanh Nhi Khoa, 3 (2),

17.  Tran Minh Phung, Nguyén Thanh Uc, V5 Hiru Dirc va cong su (1994).
Vi trung va khang sinh trong viém phdi ¢ bénh nhi dudi 5 tu6i. Tap chi Nhi
khoa, 3 (3), 19-20.

18. L& Hoang Son (2005). Nghién ciru mot SO dac diém dich té, nguyén
nhdn, diéu tri viém phéi cdp tinh tré en tir 0-3 tudi tai Can Tho, Trudng Dai
hoc Y Ha Noi.

19. I:Iguyén Minh Son (2010). Piéu tra nghién ciru stc khoe cong dong.
Dich té hoc, Nha xuat ban gido duc Viét Nam, Ha N1, 60-70.

20. B0 Y & (2014). Hudng dan xir tri Viém phoi cong dong ¢ tré em (Kém
theo Quyét dinh s6 101/QD-KCB ngay 09 thang 01 ndm 2014).



21. BOY té (2015). Viem phéi do vi khudn & tré em, Hudng dan chcfn, doan
va diéu tri mot so6 bénh thuwong gap o tré em (Ban hanh kem theo Quyét dinh
50 3312/QD-BYT ngay 07/8/2015 cua Bo truong Bo Y té).

22.  Pham Quang Thai va Cao Ba Loi (2019). Tinh ¢& mau cho nghién ctru
cit ngang. Phwong phap tinh co madu va chon mau trong nghién ciru y sinh
hoc, Nha xuét ban Y hoc, Ha Noi, 52-69.

23. Ngo6 Thi Thi va Bang Thi Thu Hang (2003). Nghién ciru xac dinh vi
khuan gay viém phdi & tré em dudi 5 tudi bang phuong phap cay dém dich
hong miii tai Bénh vi¢n Nhi Trung wong. Y hoc thuc hanh, 495, 283-288.

24. Tr‘ﬁn Thi Anh Tho (2014). Danh gia tinh hinh su dung khdang sinh
trong diéu tri viém phoi o tré em tu 2 thang dén 5 tuoi tai Bénh vién San Nhi
Nghé An, Pai hoc Dugc Ha Noi.

25.  Tran Thanh Tu va Ngo Thi Phuong Nga (2012). Murc d nhay cam
khang sinh va dac diém lam sang, can lam sang cuia viém phoi vi khuan
Haemophilus influenzae ¢ tré em. Tap chi nghién ciru y hoc, 80 (3A), 153-
158.

26. DPao Minh Tuén, Pang Thi Thu Hang va Nguyén Thi Ngoc Tran
(2013). Nghién ctu cac can nguyén gay viém phdi & tré em va tinh khang
khang sinh ctia vi khuan gdy viém phoi tré em tir 1 thang dén 15 tudi. Tap chi
Y hoc Viét Nam, 411, 14-20.

27. DPao Minh Tuén, Lé Thi Hoa va Pang Thi Thu Hang (2012). Nghién
clru cac cin nguyén gy va mirc d6 khang khang sinh cta vi khuan gy viém
phdi ¢ tré em tir 1 thang dén 5 tudi. Tap chi Y hoc Viét Nam, chuyén dé: Hoi
nghi khoa hoc nghanh nhi toan quéc 1an thir IX, 216-221.

28. Huynh Vin Tudng, Phan Hitu Nguyét Diém va Tran Anh Tuan (2012).
bac diém 1am sang va vi sinh cua viém phoi cong dong ndng ¢ tré tur 2 thang
deén 5 tuoi. Y hoc Thanh pho Ho Chi Minh, 16 (1), 76-80.

29. Hob b Vinh, Pham Hoang Hung va Phan Xuan Mai (2015). Nghién
ctru tinh trang thiéu méu ¢ tré em tu 2 thang dén 5 tudi tai Khoa Nhi, Bénh
vién Trung wong Hué Tap chi Nhi khoa, 8 (3), 59-64.

30. Pinh Thi Yén, Tran Van Viét, Pham Vian Phong va cong su (2015).
Lam sang, can lam sang va két qua dicu tri 63 truong hop viém phoi thuy tai
Bénh vién Tré em Hai Phong. Tap chi Nhi khoa, 8 (6), 23-29.



31. Thumerelle C., Santos C., Morillon S. et al (2005). [Risk factors of
parapneumonic effusions in children]. Arch Pédiatr, 12 (6), 827-829.

32. Murakami Daichi, Kono Masamitsu, Nanushaj Denisa et al (2021).
Exposure to Cigarette Smoke Enhances Pneumococcal Transmission Among
Littermates in an Infant Mouse Model. Frontiers in Cellular and Infection
Microbiology, 11 (246),

33. Cardoso M. R., Nascimento-Carvalho C. M., Ferrero F. et al (2014).
Empyema and bacteremic pneumococcal pneumonia in children under five
years of age. J Bras Pneumol, 40 (1), 69-72.

34. Albrich W. C., Madhi S. A., Adrian P. V. et al (2012). Use of a rapid
test of pneumococcal colonization density to diagnose pneumococcal
pneumonia. Clin Infect Dis, 54 (5), 601-609.

35. Alpkvist H., Athlin S., Naucler P. et al (2015). Clinical and
Microbiological Factors Associated with High Nasopharyngeal Pneumococcal
Density in Patients with Pneumococcal Pneumonia. PLoS One, 10 (10),
e0140112.

36. Anas A., Van Der Poll T. and De Vos A. F. (2010). Role of CD14 in
lung inflammation and infection. Crit Care, 14 (2), 209.

37. Anderson R., Nel J. G. and Feldman C. (2018). Multifaceted Role of
Pneumolysin in the Pathogenesis of Myocardial Injury in Community-
Acquired Pneumonia. Int J Mol Sci, 19 (4),

38. Andrade D. C., Borges I. C., Vilas-Boas A. L. et al (2018). Infection by
Streptococcus pneumoniae in children with or without radiologically
confirmed pneumonia. J Pediatr (Rio J), 94 (1), 23-30.

39. André G. O, Politano W. R., Mirza S. et al (2015). Combined effects
of lactoferrin and lysozyme on Streptococcus pneumoniae killing. Microb
Pathog, 89, 7-17.

40. Anh D. D., Huong Ple T., Watanabe K. et al (2007). Increased rates of
intense nasopharyngeal bacterial colonization of Vietnamese children with
radiological pneumonia. Tohoku J Exp Med, 213 (2), 167-172.

41. Arango Duque G. and Descoteaux A. (2014). Macrophage cytokines:
involvement in immunity and infectious diseases. Front Immunol, 5, 491.



42. Azarian T., Grant L. R., Georgieva M. et al (2017). Association of
Pneumococcal Protein Antigen Serology With Age and Antigenic Profile of
Colonizing Isolates. J Infect Dis, 215 (5), 713-722.

43. Baggett H. C., Watson N. L., Deloria Knoll M. et al (2017). Density of
Upper Respiratory Colonization With Streptococcus pneumoniae and Its Role
in the Diagnosis of Pneumococcal Pneumonia Among Children Aged <5
Years in the PERCH Study. Clin Infect Dis, 64 (suppl_3), S317-s327.

44, Bakaletz L. O. (2017). Viral-bacterial co-infections in the respiratory
tract. Curr Opin Microbiol, 35, 30-35.

45.  Barocchi M. A., Ries J., Zogaj X. et al (2006). A pneumococcal pilus
influences virulence and host inflammatory responses. Proc Natl Acad Sci U
S A, 103 (8), 2857-2862.

46. Baroja-Mazo A., Martin-Sanchez F., Gomez A. I. et al (2014). The
NLRP3 inflammasome is released as a particulate danger signal that amplifies
the inflammatory response. Nat Immunol, 15 (8), 738-748.

47. Becker S. and Soukup J. M. (1999). Effect of nitrogen dioxide on
respiratory viral infection in airway epithelial cells. Environ Res, 81 (2), 159-
166.

48. Becker S. and Soukup J. M. (1999). Exposure to urban air particulates
alters the macrophage-mediated inflammatory response to respiratory viral
infection. J Toxicol Environ Health A, 57 (7), 445-457.

49. Bénet T., Sanchez Picot V. Messaoudi M. et al (2017).
Microorganisms Associated With Pneumonia in Children <5 Years of Age in
Developing and Emerging Countries: The GABRIEL Pneumonia Multicenter,
Prospective, Case-Control Study. Clin Infect Dis, 65 (4), 604-612.

50. Bergmann S. and Hammerschmidt S. (2006). Versatility of
pneumococcal surface proteins. Microbiology (Reading), 152 (Pt 2), 295-303.

51. Bisno A. L., Griffin J. P., Van Epps K. A. et al (1971). Pneumonia and
Hong Kong influenza: a prospective study of the 1968-1969 epidemic. Am J
Med Sci, 261 (5), 251-263.

52. Blaschke A. J., Heyrend C., Byington C. L. et al (2011). Molecular
analysis improves pathogen identification and epidemiologic study of
pediatric parapneumonic empyema. Pediatr Infect Dis J, 30 (4), 289-294.



53. Boekhorst J., De Been M. W., Kleerebezem M. et al (2005). Genome-
wide detection and analysis of cell wall-bound proteins with LPxTG-like
sorting motifs. J Bacteriol, 187 (14), 4928-4934.

54. Bogaert D., De Groot R. and Hermans P. W. (2004). Streptococcus
pneumoniae colonisation: the key to pneumococcal disease. Lancet Infect Dis,
4 (3), 144-154.

55. Bonato M., Gallo E., Turrin M. et al (2021). Air Pollution Exposure
Impairs Airway Epithelium IFN-B Expression in Pre-School Children. Front
Immunol, 12, 731968.

56. Bradley J. S., Byington C. L., Shah S. S. et al (2011). The management
of community-acquired pneumonia in infants and children older than 3
months of age: clinical practice guidelines by the Pediatric Infectious
Diseases Society and the Infectious Diseases Society of America. Clin Infect
Dis, 53 (7), e25-76.

57. Brealey J. C., Chappell K. J., Galbraith S. et al (2018). Streptococcus
pneumoniae colonization of the nasopharynx is associated with increased
severity during respiratory syncytial virus infection in young children.
Respirology, 23 (2), 220-227.

58. Brooks L. R. K. and Mias G. I. (2018). Streptococcus pneumoniae's
Virulence and Host Immunity: Aging, Diagnostics, and Prevention. Front
Immunol, 9, 1366.

59. Brueggemann A. B., Jansen Van Rensburg M. J., Shaw D. et al (2021).
Changes in the incidence of invasive disease due to Streptococcus
pneumoniae, Haemophilus influenzae, and Neisseria meningitidis during the
COVID-19 pandemic in 26 countries and territories in the Invasive
Respiratory Infection Surveillance Initiative: a prospective analysis of
surveillance data. Lancet Digit Health, 3 (6), e360-e370.

60. Cai K., Wang Y., Guo Z. et al (2018). Clinical characteristics and
antimicrobial resistance of pneumococcal isolates of pediatric invasive
pneumococcal disease in China. Infect Drug Resist, 11, 2461-24609.

61. Cardoso M. R., Nascimento-Carvalho C. M., Ferrero F. et al (2008).
Penicillin-resistant pneumococcus and risk of treatment failure in pneumonia.
Arch Dis Child, 93 (3), 221-225.



62. Carrol E. D., Mankhambo L. A., Guiver M. et al (2011). PCR improves
diagnostic yield from lung aspiration in Malawian children with
radiologically confirmed pneumonia. PLoS One, 6 (6), €21042.

63. Castro-Rodriguez J. A., Abarca K. and Forno E. (2020). Asthma and
the Risk of Invasive Pneumococcal Disease: A Meta-analysis. Pediatrics, 145

),

64. Chan W. Y., Entwisle C., Ercoli G. et al (2019). A Novel, Multiple-
Antigen Pneumococcal Vaccine Protects against Lethal Streptococcus
pneumoniae Challenge. Infect Immun, 87 (3),

65. Chang B., Nariai A., Sekizuka T. et al (2015). Capsule Switching and
Antimicrobial Resistance Acquired during Repeated Streptococcus
pneumoniae Pneumonia Episodes. J Clin Microbiol, 53 (10), 3318-3324.

66. Chao Y., Bergenfelz C. and Hakansson A. P. (2019). Growing and
Characterizing Biofilms Formed by Streptococcus pneumoniae. Methods Mol
Biol, 1968, 147-171.

67. Chao Y., Marks L. R., Pettigrew M. M. et al (2014). Streptococcus
pneumoniae biofilm formation and dispersion during colonization and
disease. Front Cell Infect Microbiol, 4, 194.

68. Chi H., Huang Y. C., Liu C. C. et al (2020). Characteristics and
etiology of hospitalized pediatric community-acquired pneumonia in Taiwan.
J Formos Med Assoc, 119 (10), 1490-1499.

69. Choi S. H., Chung J. W., Sung H. et al (2012). Impact of penicillin
nonsusceptibility on clinical outcomes of patients with nonmeningeal
Streptococcus pneumoniae bacteremia in the era of the 2008 clinical and
laboratory standards institute penicillin breakpoints. Antimicrob Agents
Chemother, 56 (9), 4650-4655.

70.  Ciencewicki J. and Jaspers 1. (2007). Air pollution and respiratory viral
infection. Inhal Toxicol, 19 (14), 1135-1146.

71. Cohen R., Biscardi S. and Levy C. (2016). The multifaceted impact of
pneumococcal conjugate vaccine implementation in children in France
between 2001 to 2014. Hum Vaccin Immunother, 12 (2), 277-284.

72. Coker E. S., Smit E., Harding A. K. et al (2015). A cross sectional
analysis of behaviors related to operating gas stoves and pneumonia in U.S.
children under the age of 5. BMC Public Health, 15, 77.



73.  De Schutter 1., Vergison A., Tuerlinckx D. et al (2014). Pneumococcal
aetiology and serotype distribution in paediatric community-acquired
pneumonia. PLoS One, 9 (2), e89013.

74. Dessing M. C., Knapp S., Florquin S. et al (2007). CD14 facilitates
invasive respiratory tract infection by Streptococcus pneumoniae. Am J Respir
Crit Care Med, 175 (6), 604-611.

75. Devalia J. L., Bayram H., Rusznak C. et al (1997). Mechanisms of
pollution-induced airway disease: in vitro studies in the upper and lower
airways. Allergy, 52 (38 Suppl), 45-51; discussion 57-48.

76. Dherani M., Pope D., Mascarenhas M. et al (2008). Indoor air pollution
from unprocessed solid fuel use and pneumonia risk in children aged under
five years: a systematic review and meta-analysis. Bull World Health Organ,
86 (5), 390-398c.

77. Djuardi Y., Wibowo H., Supali T. et al (2009). Determinants of the
relationship between cytokine production in pregnant women and their
infants. PLoS One, 4 (11), e7711.

78.  Dobrindt U., Hochhut B., Hentschel U. et al (2004). Genomic islands in
pathogenic and environmental microorganisms. Nat Rev Microbiol, 2 (5),
414-424,

79. Donlan R. M. (2002). Biofilms: microbial life on surfaces. Emerg
Infect Dis, 8 (9), 881-890.

80. Duong D. V., Lee A. H. and Binns C. W. (2005). Determinants of
breast-feeding within the first 6 months post-partum in rural Vietnam. J
Paediatr Child Health, 41 (7), 338-343.

81. Duramad P., Harley K., Lipsett M. et al (2006). Early environmental
exposures and intracellular Th1/Th2 cytokine profiles in 24-month-old
children living in an agricultural area. Environ Health Perspect, 114 (12),
1916-1922.

82. Fliegauf M., Sonnen A. F., Kremer B. et al (2013). Mucociliary
clearance defects in a murine in vitro model of pneumococcal airway
infection. PLoS One, 8 (3), €59925.



83. Ganaie F., Saad J. S., Mcgee L. et al (2020). A New Pneumococcal
Capsule Type, 10D, is the 100th Serotype and Has a Large cps Fragment from
an Oral Streptococcus. mBio, 11 (3),

84. Gardiner E. E. and Andrews R. K. (2012). Neutrophil extracellular
traps (NETSs) and infection-related vascular dysfunction. Blood Rev, 26 (6),
255-259.

85. Gbd (2017). Estimates of the global, regional, and national morbidity,
mortality, and aetiologies of lower respiratory tract infections in 195
countries: a systematic analysis for the Global Burden of Disease Study 2015.
Lancet Infect Dis, 17 (11), 1133-1161.

86. Goncalves M. T., Mitchell T. J. and Lord J. M. (2016). Immune ageing
and susceptibility to Streptococcus pneumoniae. Biogerontology, 17 (3), 449-
465.

87. Gray B. M. and Dillon H. C., Jr. (1988). Epidemiological studies of
Streptococcus pneumoniae in infants: antibody to types 3, 6, 14, and 23 in the
first two years of life. J Infect Dis, 158 (5), 948-955.

88. Gregory C. D. and Devitt A. (2004). The macrophage and the apoptotic
cell: an innate immune interaction viewed simplistically? Immunology, 113
(1), 1-14.

89. Grubb B. R., Livraghi-Butrico A., Rogers T. D. et al (2016). Reduced
mucociliary clearance in old mice is associated with a decrease in Muc5b
mucin. Am J Physiol Lung Cell Mol Physiol, 310 (9), L860-867.

90. Gubbels Bupp M. R. (2015). Sex, the aging immune system, and
chronic disease. Cell Immunol, 294 (2), 102-110.

91. Henrichsen J. (1999). Typing of Streptococcus pneumoniae: past,
present, and future. Am J Med, 107 (1a), 50s-54s.

92. Hoa N. Q., Trung N. V., Larsson M. et al (2010). Decreased
Streptococcus pneumoniae susceptibility to oral antibiotics among children in
rural Vietnam: a community study. BMC Infect Dis, 10, 85.

93. Hoe E., Anderson J., Nathanielsz J. et al (2017). The contrasting roles
of Th17 immunity in human health and disease. Microbiol Immunol, 61 (2),
49-56.



94. Hoffmann J., Machado D., Terrier O. et al (2016). Viral and bacterial
co-infection in severe pneumonia triggers innate immune responses and
specifically enhances IP-10: a translational study. Sci Rep, 6, 38532.

95. Hotomi M., Yuasa J., Briles D. E. et al (2016). Pneumolysin plays a
key role at the initial step of establishing pneumococcal nasal colonization.
Folia Microbiol (Praha), 61 (5), 375-383.

96. Iroh Tam P. Y., Bernstein E., Ma X. et al (2015). Blood Culture in
Evaluation of Pediatric Community-Acquired Pneumonia: A Systematic
Review and Meta-analysis. Hosp Pediatr, 5 (6), 324-336.

97. Jackson S., Mathews K. H., Pulanic D. et al (2013). Risk factors for
severe acute lower respiratory infections in children: a systematic review and
meta-analysis. Croat Med J, 54 (2), 110-121.

98. Janoff E. N., Rubins J. B., Fasching C. et al (2014). Pneumococcal
IgA1 protease subverts specific protection by human IgAl. Mucosal
Immunol, 7 (2), 249-256.

99. Kadioglu A., Weiser J. N., Paton J. C. et al (2008). The role of
Streptococcus pneumoniae virulence factors in host respiratory colonization
and disease. Nat Rev Microbiol, 6 (4), 288-301.

100. Kang C. I., Rouse M. S., Patel R. et al (2009). Allergic airway
inflammation and susceptibility to pneumococcal pneumonia in a murine
model with real-time in vivo evaluation. Clin Exp Immunol, 156 (3), 552-561.

101. Kaplan S. L., Barson W. J., Lin P. L. et al (2019). Invasive
Pneumococcal Disease in Children's Hospitals: 2014-2017. Pediatrics, 144

3),

102. Katz S. E. and Williams D. J. (2018). Pediatric Community-Acquired
Pneumonia in the United States: Changing Epidemiology, Diagnostic and
Therapeutic Challenges, and Areas for Future Research. Infect Dis Clin North
Am, 32 (1), 47-63.

103. Keller L. E., Bradshaw J. L., Pipkins H. et al (2016). Surface Proteins
and Pneumolysin of Encapsulated and Nonencapsulated Streptococcus
pneumoniae Mediate Virulence in a Chinchilla Model of Otitis Media. Front
Cell Infect Microbiol, 6, 55.

104. Khan M. N., Xu Q. and Pichichero M. E. (2017). Protection against
Streptococcus pneumoniae Invasive Pathogenesis by a Protein-Based Vaccine



Is Achieved by Suppression of Nasopharyngeal Bacterial Density during
Influenza A Virus Coinfection. Infect Immun, 85 (2),

105. Kim L., Mcgee L., Tomczyk S. et al (2016). Biological and
Epidemiological Features of Antibiotic-Resistant Streptococcus pneumoniae
in Pre- and Post-Conjugate Vaccine Eras: a United States Perspective. Clin
Microbiol Rev, 29 (3), 525-552.

106. Kim S. H., Song J. H., Chung D. R. et al (2012). Changing trends in
antimicrobial resistance and serotypes of Streptococcus pneumoniae isolates
in Asian countries: an Asian Network for Surveillance of Resistant Pathogens
(ANSORP) study. Antimicrob Agents Chemother, 56 (3), 1418-1426.

107. Kolaczkowska E. and Kubes P. (2013). Neutrophil recruitment and
function in health and inflammation. Nat Rev Immunol, 13 (3), 159-175.

108. Korona-Glowniak 1. and Malm A. (2012). Characteristics of
Streptococcus pneumoniae strains colonizing upper respiratory tract of
healthy preschool children in Poland. ScientificWorldJournal, 2012, 732901.

109. Korppi M., Don M., Valent F. et al (2008). The value of clinical
features in differentiating between viral, pneumococcal and atypical bacterial
pneumonia in children. Acta Paediatr, 97 (7), 943-947.

110. Kwak B. O., Choung J. T. and Park Y. M. (2015). The association
between asthma and invasive pneumococcal disease: a nationwide study in
Korea. J Korean Med Sci, 30 (1), 60-65.

111. Larsson M., Nguyen H. Q., Olson L. et al (2021). Multi-drug resistance
in Streptococcus pneumoniae among children in rural Vietnam more than
doubled from 1999 to 2014. Acta Paediatr,

112. Lee C. C., Middaugh N. A., Howie S. R. et al (2010). Association of
secondhand smoke exposure with pediatric invasive bacterial disease and
bacterial carriage: a systematic review and meta-analysis. PLoS Med, 7 (12),
e1000374.

113. Lee N. Y., Song J. H., Kim S. et al (2001). Carriage of antibiotic-
resistant pneumococci among Asian children: a multinational surveillance by
the Asian Network for Surveillance of Resistant Pathogens (ANSORP). Clin
Infect Dis, 32 (10), 1463-1469.



114. Li Q., Cheng J., Wu Y. et al (2019). Effects of Delayed Antibiotic
Therapy on Outcomes in Children with Streptococcus pneumoniae Sepsis.
Antimicrob Agents Chemother, 63 (9),

115. Lynch J. P., 3rd and Zhanel G. G. (2009). Streptococcus pneumoniae:
epidemiology, risk factors, and strategies for prevention. Semin Respir Crit
Care Med, 30 (2), 189-209.

116. Macintyre E. A., Gehring U., Molter A. et al (2014). Air pollution and
respiratory infections during early childhood: an analysis of 10 European birth
cohorts within the ESCAPE Project. Environ Health Perspect, 122 (1), 107-
113.

117. Maestro B. and Sanz J. M. (2016). Choline Binding Proteins from
Streptococcus pneumoniae: A Dual Role as Enzybiotics and Targets for the
Design of New Antimicrobials. Antibiotics (Basel), 5 (2),

118. Marchac V. (2007). Différence de diangostic des infections broncho-
pulmonaires virales ou bactériennes chez 1’enfant. Archives de pédiatrie, 14,
202-206.

119. Marks L. R., Reddinger R. M. and Hakansson A. P. (2014). Biofilm
formation enhances fomite survival of Streptococcus pneumoniae and
Streptococcus pyogenes. Infect Immun, 82 (3), 1141-1146.

120. Martner A., Skovbjerg S., Paton J. C. et al (2009). Streptococcus
pneumoniae autolysis prevents phagocytosis and production of phagocyte-
activating cytokines. Infect Immun, 77 (9), 3826-3837.

121. Mathur S., Fuchs A., Bielicki J. et al (2018). Antibiotic use for
community-acquired pneumonia in neonates and children: WHO evidence
review. Paediatr Int Child Health, 38 (supl), S66-s75.

122. Maurice Annabell De St, Schaffner W., Griffin M. R. et al (2016).
Persistent Sex Disparities in Invasive Pneumococcal Diseases in the
Conjugate Vaccine Era. J Infect Dis, 214 (5), 792-797.

123. Mccracken G. H., Jr. (2000). Etiology and treatment of pneumonia.
Pediatr Infect Dis J, 19 (4), 373-377.

124. Mcneela E. A., Burke A., Neill D. R. et al (2010). Pneumolysin
activates the NLRP3 inflammasome and promotes proinflammatory cytokines
independently of TLR4. PLoS Pathog, 6 (11), €1001191.



125. Mook-Kanamori B. B., Geldhoff M., Van Der Poll T. et al (2011).
Pathogenesis and pathophysiology of pneumococcal meningitis. Clin
Microbiol Rev, 24 (3), 557-591.

126. Mufson M. A. and Stanek R. J. (1999). Bacteremic pneumococcal
pneumonia in one American City: a 20-year longitudinal study, 1978-1997.
Am J Med, 107 (1a), 34s-43s.

127. Nuorti J. P., Butler J. C., Farley M. M. et al (2000). Cigarette smoking
and invasive pneumococcal disease. Active Bacterial Core Surveillance
Team. N Engl J Med, 342 (10), 681-689.

128. Nussbaum C., Gloning A., Pruenster M. et al (2013). Neutrophil and
endothelial adhesive function during human fetal ontogeny. J Leukoc Biol, 93
(2), 175-184.

129. O'dempsey T. J., Mcardle T. F., Morris J. et al (1996). A study of risk
factors for pneumococcal disease among children in a rural area of west
Africa. Int J Epidemiol, 25 (4), 885-893.

130. Oligbu G., Fallaha M., Pay L. et al (2019). Risk of invasive
pneumococcal disease in children with sickle cell disease in the era of
conjugate vaccines: a systematic review of the literature. Br J Haematol, 185
(4), 743-751.

131. OrtS., Ryan J. L., Barden G. et al (1983). Pneumococcal pneumonia in
hospitalized patients. Clinical and radiological presentations. Jama, 249 (2),
214-218.

132. Pelton S. I, Weycker D., Farkouh R. A. et al (2014). Risk of
pneumococcal disease in children with chronic medical conditions in the era
of pneumococcal conjugate vaccine. Clin Infect Dis, 59 (5), 615-623.

133. Perez-Dorado 1., Galan-Bartual S. and Hermoso J. A. (2012).
Pneumococcal surface proteins: when the whole is greater than the sum of its
parts. Mol Oral Microbiol, 27 (4), 221-245.

134. Pilishvili T., Zell E. R., Farley M. M. et al (2010). Risk factors for
invasive pneumococcal disease in children in the era of conjugate vaccine use.
Pediatrics, 126 (1), €9-17.

135. Rabes A., Suttorp N. and Opitz B. (2016). Inflammasomes in
Pneumococcal Infection: Innate Immune Sensing and Bacterial Evasion
Strategies. Curr Top Microbiol Immunol, 397, 215-227.



136. Rai P., He F., Kwang J. et al (2016). Pneumococcal Pneumolysin
Induces DNA Damage and Cell Cycle Arrest. Sci Rep, 6, 22972.

137. Rai P., Parrish M., Tay I. J. et al (2015). Streptococcus pneumoniae
secretes hydrogen peroxide leading to DNA damage and apoptosis in lung
cells. Proc Natl Acad Sci U S A, 112 (26), E3421-3430.

138. Rankine-Mullings A. E. and Owusu-Ofori S. (2021). Prophylactic
antibiotics for preventing pneumococcal infection in children with sickle cell
disease. Cochrane Database Syst Rev, 3 (3), Cd003427.

139. Rudan I., Boschi-Pinto C., Biloglav Z. et al (2008). Epidemiology and
etiology of childhood pneumonia. Bull World Health Organ, 86 (5), 408-416.

140. Schmidt H. and Hensel M. (2004). Pathogenicity islands in bacterial
pathogenesis. Clin Microbiol Rev, 17 (1), 14-56.

141. Shen P., Morissette M. C., Vanderstocken G. et al (2016). Cigarette
Smoke Attenuates the Nasal Host Response to Streptococcus pneumoniae and
Predisposes to Invasive Pneumococcal Disease in Mice. Infect Immun, 84 (5),
1536-1547.

142. Siegel J. D., Rhinehart E., Jackson M. et al (2007). 2007 Guideline for
Isolation Precautions: Preventing Transmission of Infectious Agents in Health
Care Settings. Am J Infect Control, 35 (10 Suppl 2), S65-164.

143. Simell B., Vuorela A., Ekstrom N. et al (2011). Aging reduces the
functionality of anti-pneumococcal antibodies and the killing of Streptococcus
pneumoniae by neutrophil phagocytosis. Vaccine, 29 (10), 1929-1934.

144. Simon A. K., Hollander G. A. and Mcmichael A. (2015). Evolution of
the immune system in humans from infancy to old age. Proc Biol Sci, 282
(1821), 20143085.

145. Sivaraman V., Wise K. A., Cotton W. et al (2020). Previsit Planning
Improves Pneumococcal Vaccination Rates in Childhood-Onset SLE.
Pediatrics, 145 (1),

146. Song J. H., Jung S. I, Ko K. S. et al (2004). High prevalence of
antimicrobial resistance among clinical Streptococcus pneumoniae isolates in
Asia (an ANSORP study). Antimicrob Agents Chemother, 48 (6), 2101-2107.



147. Steel H. C., Cockeran R., Anderson R. et al (2013). Overview of
community-acquired pneumonia and the role of inflammatory mechanisms in
the immunopathogenesis of severe pneumococcal disease. Mediators
Inflamm, 2013, 490346.

148. Tan T. Q., Mason E. O., Jr., Barson W. J. et al (1998). Clinical
characteristics and outcome of children with pneumonia attributable to

penicillin-susceptible and penicillin-nonsusceptible Streptococcus
pneumoniae. Pediatrics, 102 (6), 1369-1375.

149. Tannous R., Haddad R. N. and Torbey P. H. (2020). Management of
Community-Acquired Pneumonia in Pediatrics: Adherence to Clinical
Guidelines. Front Pediatr, 8, 302.

150. Toikka P., Virkki R., Mertsola J. et al (1999). Bacteremic
pneumococcal pneumonia in children. Clin Infect Dis, 29 (3), 568-572.

151. Torumkuney D., Van P. H., Thinh L. Q. et al (2020). Results from the
Survey of Antibiotic Resistance (SOAR) 2016-18 in Vietnam, Cambodia,
Singapore and the Philippines: data based on CLSI, EUCAST (dose-specific)
and pharmacokinetic/pharmacodynamic (PK/PD) breakpoints. J Antimicrob
Chemother, 75 (Suppl 1), i19-i42.

152. Van Der Poll T. and Opal S. M. (2009). Pathogenesis, treatment, and
prevention of pneumococcal pneumonia. Lancet, 374 (9700), 1543-1556.

153. VanP. H., Binh P. T., Minh N. H. et al (2016). Results from the Survey
of Antibiotic Resistance (SOAR) 2009-11 in Vietnam. J Antimicrob
Chemother, 71 Suppl 1 (Suppl 1), 193-102.

154. Vollmer W., Massidda O. and Tomasz A. (2019). The Cell Wall of
Streptococcus pneumoniae. Microbiol Spectr, 7 (3),

155. Vu H. T., Yoshida L. M., Suzuki M. et al (2011). Association between
nasopharyngeal load of Streptococcus pneumoniae, viral coinfection, and
radiologically confirmed pneumonia in Vietnamese children. Pediatr Infect
Dis J, 30 (1), 11-18.

156. Wahl B., O'brien K. L., Greenbaum A. et al (2018). Burden of
Streptococcus pneumoniae and Haemophilus influenzae type b disease in
children in the era of conjugate vaccines: global, regional, and national
estimates for 2000-15. Lancet Glob Health, 6 (7), e744-e757.



157. Wahl B., Sharan A., Deloria Knoll M. et al (2019). National, regional,
and state-level burden of Streptococcus pneumoniae and Haemophilus
influenzae type b disease in children in India: modelled estimates for 2000-15.
Lancet Glob Health, 7 (6), e735-e747.

158. Wang C. Y., Chen Y. H., Fang C. et al (2019). Antibiotic resistance
profiles and multidrug resistance patterns of Streptococcus pneumoniae in
pediatrics: A multicenter retrospective study in mainland China. Medicine
(Baltimore), 98 (24), e15942.

159. Wanner A., Salathé M. and O'riordan T. G. (1996). Mucociliary
clearance in the airways. Am J Respir Crit Care Med, 154 (6 Pt 1), 1868-
1902.

160. Watson D. A. and Musher D. M. (1999). A brief history of the
pneumococcus in biomedical research. Semin Respir Infect, 14 (3), 198-208.

161. Weycker D., Farkouh R. A., Strutton D. R. et al (2016). Rates and costs
of invasive pneumococcal disease and pneumonia in persons with underlying
medical conditions. BMC Health Serv Res, 16, 182.

162. Whitsett J. A. and Alenghat T. (2015). Respiratory epithelial cells
orchestrate pulmonary innate immunity. Nat Immunol, 16 (1), 27-35.

163. Witzenrath M., Pache F., Lorenz D. et al (2011). The NLRP3
inflammasome is differentially activated by pneumolysin variants and
contributes to host defense in pneumococcal pneumonia. J Immunol, 187 (1),
434-440.

164. Wolter N., Tempia S., Cohen C. et al (2014). High nasopharyngeal
pneumococcal density, increased by viral coinfection, is associated with
invasive pneumococcal pneumonia. J Infect Dis, 210 (10), 1649-1657.

165. Wu H., Moser C., Wang H. Z. et al (2015). Strategies for combating
bacterial biofilm infections. Int J Oral Sci, 7 (1), 1-7.

166. Zafar M. A., Wang Y., Hamaguchi S. et al (2017). Host-to-Host
Transmission of Streptococcus pneumoniae Is Driven by Its Inflammatory
Toxin, Pneumolysin. Cell Host Microbe, 21 (1), 73-83.

167. Zhang L., Li Z., Wan Z. et al (2015). Humoral immune responses to
Streptococcus pneumoniae in the setting of HIV-1 infection. Vaccine, 33 (36),
4430-4436.



168. Zhao W., Pan F., Wang B. et al (2019). Epidemiology Characteristics
of Streptococcus pneumoniae From Children With Pneumonia in Shanghai: A
Retrospective Study. Front Cell Infect Microbiol, 9, 258.

169. Zhou Z., Fang C., Li J. et al (2021). Ambient NO(2) is associated with
Streptococcus pneumoniae-induced pneumonia in children and increases the
minimum inhibitory concentration of penicillin. Int J Biometeorol,

170. Zhuge Y., Qian H., Zheng X. et al (2018). Residential risk factors for
childhood pneumonia: A cross-sectional study in eight cities of China.
Environ Int, 116, 83-91.

171. Zivich P. N., Grabenstein J. D., Becker-Dreps S. I. et al (2018).
Streptococcus pneumoniae outbreaks and implications for transmission and
control: a systematic review. Pneumonia (Nathan), 10, 11.

172. Batah Jameel and Varon Emmanuelle (2020). Rapport d'activité 2020,
Epidémiologie 2018-2019, Centre National de Référence des Pneumocoques,
Creéteil, 1-80.

173. Beisel C., Van Lunzen J., Lohse A. W. et al (2015). [Sex differences in
infectious diseases and their clinical consequences]. Dtsch Med Wochenschr,
140 (18), 1385-1390.

174. Bourgois Muriel Le and Houdin Méronique (2009). Pneumopathies
bactériennes communotaires. Pneumologie pédiatrique, Flammarion, 44-49.

175. Desrumaux A., Francois P. and Al Et (2007). Epidémiologie et
caractéristiques cliniques des complications suppuratives des pneumonies de
I’enfant. Archives pédiatrie, 14, 1298-1303.

176. E. Bingen (2005). Impact du vaccin pneumococcigue conjogué sur les
pneumopathies en pédiatrie. Revue francaise d’allergologie et d’ immunologie
clinique, 45, 521-524.

177. Floret D. and Gillet Y. (1999). Infections a pneumocoques. Pathologie
infectieuse de [’enfant, Masson,

178. Gendrel D. (2002). Pneumonies comunautaires del’enfant: Etiologie et
traitement. Arch Pediatr, 9 (3), 278-288.

179. Kayal Samer and Ferroni Agnes (1996). Microbiologie des infections
respiratoires. Pneumologie pédiatrique, doin, 68-75.



180. Odiévre M. H., Sanni E. and Al (2007). Pneumonie aigues
communautaires: Place des pneumonies a pneumocoque. Enquéte
rétrospective dans un service de pédietrie de’lle-de-France. Archives de
pédiatrie, 14, 1290-1297.

181. Olarte Liset and Jackson Mary Anne (2021). Streptococcus
pneumoniae. Pediatrics in Review, 42 (7), 349-359.

182. Organizatin World Health (2006). WHO Child growth standards.

183. Organization World Health (2013). Pneumonia. Pocket Book of
Hospital Care for Children: Guidelines for the Management of Common
Childhood IlInesses, Geneva, 2nd edition, 80-87.

184. R. Epaud, N. Nathan and Al Et (2006). Prise en charge des pneumonies
chez I’enfant. Journal de pédiatrie et de puériculture, 19, 145-148.

185. Weinberger Daniel M., Harboe Zitta B., Viboud Cecile et al (2014).
Pneumococcal disease seasonality: incidence, severity and the role of
influenza activity. European Respiratory Journal, 43 (3), 833-841.

186. Abbas Abul K, Lichtman Andrew H and Pillai Shiv (2014). Cellular
and molecular immunology E-book, Elsevier Health Sciences,

187. Antunes Marcelo B and Cohen Noam A (2007). Mucaociliary clearance
— a critical upper airway host defense mechanism and methods of assessment.
Current Opinion in Allergy and Clinical Immunology, 7 (1), 5-10.

188. Blaschke Anne J., Heyrend Caroline, Byington Carrie L. et al (2011).
Molecular Analysis Improves Pathogen Identification and Epidemiologic
Study of Pediatric Parapneumonic Empyema. The Pediatric Infectious
Disease Journal, 30 (4), 289-294.

189. Brisou P., Chamouilli J. M., Gaillard T. et al (2004). Infections a
pneumocoque. Encycl Mé dico-Chirurgicale, 4-260-B-10, 1-14.

190. Brouard J., Vabret A., Nimal-Cuvillon D. et al (2008).
Bronchopneumopaties aigues de I’enfant. EMC, 4-064-A-10,

191. Dockrell David H and Brown Jeremy S (2015). Streptococcus
pneumoniae interactions with macrophages and mechanisms of immune
evasion. Streptococcus pneumoniae, Elsevier, 401-422.



192. Hsieh Yu- Chia, Hsueh Po- Ren, Lu Chun- Yi et al (2004). Clinical
Manifestations and Molecular Epidemiology of Necrotizing Pneumonia and
Empyema Caused by Streptococcus pneumoniae in Children in Taiwan.
Clinical Infectious Diseases, 38 (6), 830-835.

193. Infante Anthony J, Mccullers Jonathan A and Orihuela Carlos J (2015).
Mechanisms of Predisposition to Pneumonia: Infants, the Elderly, and Viral
Infections. Streptococcus pneumoniae, 363-382.

194. Institute Clinical and Laboratory Standards (2018). Table 2G. Zone
Diameter and MIC Breakpoints for Streptococcus pneumoniae, Performance
Standards for Antimicrobial Susceptibility Testing. M100, 28" ed, 76-80.

195. Lagos Rosanna, Mufioz Alma, Martin Oriana San et al (2008). Age-
and Serotype-Specific Pediatric Invasive Pneumococcal Disease: Insights
from Systematic Surveillance in Santiago, Chile, 1994-2007. J Infect Dis, 198
(12), 1809-1817.

196. Le Monnier Alban, Carbonnelle Etienne, Zahar Jean-Ralph et al
(2006). Microbiological Diagnosis of Empyema in Children: Comparative
Evaluations by Culture, Polymerase Chain Reaction, and Pneumococcal
Antigen Detection in Pleural Fluids. Clinical Infectious Diseases, 42 (8),
1135-1140.

197. Metrics Institute for Health and Evaluation (2017). GBD compare data
visualization.

198. Murphy Kenneth and Weaver Casey (2016). Janeway's
immunobiology, Garland science,

199. Murphy Kenneth and Weaver Casey (2017). Innate immunity: the first
lines of defense. Janeway’s Immunobiology, o ed, 37-76.

200. R. Jacobs Michael, J. Koornhof Hendrik, M. Robins-Browne Roy et al
(1978). Emergence of Multiply Resistant Pneumococci. New England Journal
of Medicine, 299 (14), 735-740.

201. Romagnani Sergio (1999). Thl1/Th2 Cells. Inflammatory Bowel
Diseases, 5 (4), 285-294.



PHU LUC
Phu luc 1

BENH AN NGHIEN CUU
NGHIEN CUU MOQT SO PAC PIEM DICH TE, LAM SANG, CAN
LAM SANG VA PANH GIA KET QUA PIEU TRI VIEM PHOI DO
PHE CAU KHUAN O TRE EM TAI BENH VIEN NHI TRUNG UONG
(2015-2018)

Tiéu chudn lga chen bénh nhan:

- Viém phdi theo WHO: Ho, Sét, Thé nhanh theo tudi. Triéu ching thuc thé tai phoi
-X quang phdi: Hinh anh viém phé quan phéi hay viém phéi thay

Tiéu chudn logi trae:

- Gia dinh khong dong y tham gia nghién ctu.

I . Hanh chinh:

Ho VA teN BENh nhan: .. ..o
1. Ngaysinh ...... [ociin. /20.... Nam [IN&r [J Dantgc: ............
2. Ngay vao vién: ...... I /201..... Ngayravién: ....../......../201......
3. MASODENh&n: ..ocovvveeeieeieeieeii, M3 8O WU T oo,
O O Tt Mol 1)
5. SO AN thoai I8N 1aC: .. oot
6. Hovaténbd: ..................... Nghé nghiép............... TPBVH:......... Tudi:......
7. Hovaténme: ..................... Nghé nghiép............... TBVH:......... Tudi:......

I1. Tién sir san khoa:

1. Conthu: ... , Tubithai: ....... tuan

2. Céch dé: Bé thuong [, dé mé [, dé chi huy .. Can nang khi dé: ............ g.

I11. Tién sir nudi dudng:

1. Dinh duong: Sira me¢ hoan toan trong ......thang, stta ngoai tu thang thu.............
an thém thang thu ......, Cai sira lUc........ thang. Khong bu me [, ly do..........ccoveneeee.

2. Noi nuéi duong: Trai tré (1, Nhatré (], &nha (], Tiéu hoc, THCS (]




IV. Tién sir tiém ching:
Theo chuong trinh tiém chang mé rong: Bu [, Thiéu [ VAc xin thiéu..........
Phong Hib [, Phong phé cau [, Khac: Khéng ] C6 [: Loai vic xin......

V. Tiénn sit NKHHC: viém phéi .... 1an, viém phé quan .... lan, viém duong hd hip trén
... lan, Lan cuoi cach .... thang, la..........ccccooeviiiiiiececs

VI. Tién sit bénh tat kém theo:
1. Timbamsinh 0 Loai.........ccoveevuneennnn, 2. Hen phé quan [
3. Kho khe tai dién (>3dot kho khe) [ 4. Loan san phé quan phdi [
5. Bénh hong cau hinh liém [
6. Bénh khac: C6 [ Khong [

Néu c6, bénh 3 PPN
7. Tien st di GNG: 11 CO: v

"1 Khong

VII. Tién sir gia dinh:

Loai nha ¢: Cap 4 [J, nha tang lau [, chung cu [, Biét thu [

Ho ngheo [ cannghéo [

Niuanbang: Than [,  cti [,  ga [,  KHAC: . oo .

Nudc sinh hoat: May [,  Giéng [, Mua [, KN&C.....cccoovvoveiereeeieieeeeeeeeeee s

Tiép XUC VGi: KNOT DU [I: ..o Khéng [
THUSC LA L., Khong [



IX. Bénh sit.

1. Bibénhngaytht: ......

2.Triéu chang

Co

Khong biét

Néu c6 thi ngay khai phat

S6t

Chay mui

Ho

Kho khe

Tim tai

Tho rén

Bu(an kém)

Bo b6 (an)

Khéng udng duoc

Kich thich quay khoc

Co giat

Tiéu chay

X. Triéu chieng 1dm sang lac nhap vién:

1. Toan than:

- Chiéuu cao: [ cm. Can nang: (.01 Kg

- Nhiét d6: [17,1°C. Cap nach [, Hau mon [,

- Mach: [0 ck/phat

- Nhip tho: (101 ck/phut

Huyét ap: ....... [iciiiiinn,

- Bao hoa o xy do qua da (SpO2): (11171 %

2. H6 hap:
Kho khe: C6 7,

Rat 16m long nguc: Co6: Nhe [, Vira [, Nang [

Timtai: C6 [0, Khong

Kham phoi:

Khéng [

Miéng [, Taill

Khéng [

+ Long nguc can d6i: CO [ Khong [ Loai bat thuong: ......co.ovvvveveeieeeeesieeeeeeneae,




+ Nghe ran: Phé quan [, ram 4m (], ran ngay L, ran rit [}, Khong c6 ran [

+ Hoi chung dong dac:  Khong [, Co [J: Béntrai LI Bén phai [
+ Hoi chirng 3 giam: Khéng [J, Co[1: Béntrai[l Bén phai ]
3. Triéu ching cua co quan khac:

XI. Triéu chieng can lam sang lac nhap vién:

1.Huyét hoc:
SLBC: ......... /mm3, TT......... %, LP......... %, MN......... %, EO........%,B......... %
SLTC: ............ 10%mm?® Hb: ......... g/dl CRP:......... mg/1

2. Xquang phai:

- Viém phé quan phoi C6C (1bénJhaibén])  KhongL

- Viém phéi thay CoOI(Lvitri O Tuhaivitritrolén) Khéng [

- Tran dich mang phoi Co1 (L bén(Ihaibén(1) Khéng [

3. Siéu am phédi, mang phai: Tran dich mang phoi C6 [1 (1 bén [ hai bén 1) Khong [
Dong dac nhu md phoi: C6 [, kich thude ... mm X........ mm, thuy............. Khong [

4. Sinh héa:

5. Xét nghiém vi sinh vat:

'] Testnhanh: RSV:................ 0 CimA: ............... T CamB: ...
'] PCR: Adenovirus: .......... "] Rhinovirus: ........... 'l Mycoplasma: ...............
S. pneumoniae [, H. influenzae [, M. catarrhalis [ ], Vi khuan khac......................

Xac dinh ciia gia dinh bénh nhan Béc sy diéu tri



XII. Piéu tri truée khi dén vién

- Khang sinh ColJ Khéng [
TeNthUbC: ..oovveeeeeiee e Thoi gian:...
- Thudc gidn phé quan: CO L .....o..vveveeeeieeennn...
- CoCtiCOIt: CO [l.uniriii e
- Thudc ho, long dOM: CO Ll...vovneei e
- Ha sét: Paracetamol L, Ibuprofen [1: Ngay tha
Thudc ha SOt KhaC: ... vv e
“ThUSCE KNAC: .o

XIIL. Khang sinh dé cia phé cau khuan:

Khang sinh MIC S, ILR Khéng sinh MIC S, LR
Benzylpenixillin Meningitis Azith
Other Clindamycin
Pneum Ery
Oral Linezolid
Ceftriaxon Meningitis Levofloxacin
Other Chloramphenicol
Cefotaxim Meningitis
Other
Vancomycin

Khang sinh Khac t.......oo e




X1Va. Theo déi triéu chirng 1am sang khi trong qua trinh diéu tri:
Sau 48- 72 gio: Ngay [ILLUILLOIEE

1. CAc triéu chitng xuét hién tir trwéc:

Y thic: AVPU: ...... Khong thay doi [ ; tot 1én [ ; kém di [

Sot: Hét sbt < 24 gioy 11, Hét sbt > 24 gid [, sbt cao hon [,  d& s6t hon [

Nhiét d6 cao nhat ....... ... s6 1an dung ha sét trong 24 gio qua......

An, udng: Khong thay d6i [ ; tot 1én [ ; kém di [J

Chay mi: Khong thay d6i [ ; tang 1én [ ; giam di (], hét [;
Kho khe: Khong thay doi [1; ting 1én [ ; giam di [, hét [;
Ho: Khong thay doi [ ; tang 1én [1; giam di [, hét [;

Triéu chimg khac: Khong thay doi [ tét1én [ ; kém di [, khéng co [;
Mach: (-] Ck/phGt  Nhip tho: (1] Ck/phat  SpO2: ......
Ran ¢ phéi: Ran am  Hét [; tang [7; giam [1; khdng thay doi [
Ran phé quan Hét [; tang [1; giam [; khong thay doi [
Ran ngéay: Hét [; tang [; giam [J; khong thay doi [
Ran rit: Hét [; tang [; giam [J; khong thay doi [
2. Triéu chitng méi xuat hién:

XIVb.Can lam sang, Ngay [/ LLICLCIDIE)E]

a. Huyét hoc, sinh hoa:

SLBC: ....cevenenen. /mm3TT.............. %LP...connen. %MN........... %EO........% B.........
SLTC: ..o 10%mm® Hb: ......... g/l CPR:......... mg/l

Ure:....covcveeeeeeccmmol/l. Cre:. .o mmol/l. Protid mau:.............. mmol/l.

Albumin mau..........mmol/I. SGOT: ........... mmol/l SGPT: ..........mmol/l

b. Chan doan hinh anh:
KO PROEL vt
CLVT PO oot



X1Va. Theo déi triéu chirng 1am sang khi trong qua trinh diéu tri:
Sau .....ngay : Ngay [ L.LILLEICIEI]

1. CAc triéu chitng xuét hién tir trwéc:

Y thic: AVPU: ...... Khong thay doi [ ; tot 1én [ ; kém di [

Sot:  Hétsbt 1, sbtcao hon 0, do st hon [

Nhiét d6 cao nhat ....... ... s6 1an dung ha sét trong 24 gio qua

An, udng: Khong thay d6i [ ; tot 1én [ ; kém di [J

Chay mi: Khong thay d6i [ ; tang 1én [ ; giam di (], hét [;
Kho khe: Khong thay doi [1; ting 1én [ ; giam di [, hét [;
Ho: Khong thay doi [ ; tang 1én [1; giam di [, hét [;

Triéu chimg khac: Khong thay doi [ tét1én [ ; kém di [, khéng co [;
Mach: (1171 Ck/pht  Nhip tho: (1] Ck/phat  SpO2: ...
Ran ¢ phéi: Ran am  Hét [; tang [7; giam [1; khong thay doi [
Ran phé quan Hét [; tang [1; giam [; khong thay doi [
Ran ngéay: Hét [; tang [; giam [J; khong thay doi [
Ran rit:  Hét [; tang [1; giam [; khong thay doi [

2. Triéu chitng méi xuat hién:

XIVb. Can lam sang, Ngay I LLCICLCICIE)]

a. Huyét hec, sinh hoa:

SLBC: .....cenenen /mm3TT.............. %LP.....cceen %MN........... %EO % B
SLTC: ..o 10%mm® Hb: ......... g/l CPR:......... mg/l

Ure:....covceeeeeeeeccmmol/l. Cre:. .o mmol/l. Protid mau:.............. mmol/l.
Albumin mau:.........mmol/l. SGOT: ........... mmol/l SGPT: ...........mmol/l

b. Chén do4n hinh anh:
KO PROEL oo
CLVT PROE: oottt



XV: Liéu trinh diéu tri:
1. Khang sinh:

Khang sinh 1: .o.ooiiniiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiieieietitestesnscsnsscnnses
Ngay dung: Thoi gian ding: Liéu dung

KRANG SINN 2
Ngay dung: Thoi gian dung: Liéu dung

Khang sinh 3: ...uiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiteteteiessetsstssssssnssssnsosnsssnes
Ngay dung: Thoi gian dung: Liéu dung

2. Thubc khac:

- Tang cudng mién dich:

Biseko: Lidu ding ............oooveeiiiiiiiiiiii Dung ngay thu...... cua bénh
Gama globulin: Liéu ding ......................cccooe. Dung ngay thu...... cua bénh
- Khi dung: ThUSC ..o, sd 1an/ 24 gio ...... thoi gian .......... ngay

- Men vi sinh:
- Truyén dich, trUYEN MAU: ......o.oveveeeeeeeeeeeeeeeeeeeeeeeeee e eee e se e ee s eneeeeans
- Liéu phap oxy: Qua gong miii, thoi glan: ...........cooooiiiiiiiiiiiiiie
Quamask, thoi glan: ...........cooeviiiiiiiiiiiee s
Thé may, thoi glan: ...,
3. Chi phil @il tris ...

4. Két qua diéu tri: 1. Khoi 2. Bd. 3. Tir vong. 4. Xin vé

Gia dinh bénh nhan xac nhan Nguoi nghién ciru



BENH VIEN NHI TRUNG UONG

Phu luc 2
DANH SACH BENH NHI NGHIEN CUU TAl

I. DANH SACH BENH NHI VIEM PHOI DO PHE CAU PON THUAN

STT Ho va tén Gigéi | Ngay thang M4 s6 Ngay vao
nam sinh bénh an vién
1. | Nguyén Phan Diém M Nit | 04/06/2015 | 15305216 | 19/09/2015
2. Nguyén T6 Minh Ch Nir | 03/08/2015 | 15294125 | 20/09/2015
3. Nguyén Quang Th Nam | 21/01/2014 | 15362713 | 24/09/2015
4. Nguyén Truong Minh L | Nam | 18/06/2012 | 13395526 | 24/09/2015
5. Nguyén Hitu Trong Ng | Nam | 21/02/2013 | 13266884 | 25/09/2015
6. Nguyén Ha A Nir | 12/10/2014 | 14364408 | 26/09/2015
7. Duong Buc A Nam | 20/04/2014 | 14368878 | 30/09/2015
8. Lé Minh V Nam |22/09/2013 | 13358334 | 01/10/2015
9. Bui Nhat A Nam | 23/03/2015 | 15274385 | 02/10/2015
10. | Nguyén Phuong Ch Ni&r | 27/04/2014 | 14281884 | 02/10/2015
11. | Nguyén Minh Ph Nam | 31/10/2013 | 14399520 | 04/10/2015
12. | Nguyén Hiru buc A Nam | 07/01/2015 | 15163172 | 07/10/2015
13. | Tran Minh Kh N&r | 16/10/2014 | 14354774 | 07/10/2015
14. | Hoang Kim Ng N&r | 21/03/2014 | 15236970 | 13/10/2015
15. | Phan Ngoc Piang b Nam |09/07/2015 | 14348068 | 14/10/2015
16. | Ta Duong Minh Nh Nam |09/06/2012 | 12402509 | 14/10/2015
17. | Vi Thao Nh N&r | 16/08/2014 | 14409623 | 16/10/2015
18. | Nguyén Hoang A Nam | 03/07/2014 | 15399951 | 17/10/2015
19. | Nguyén Thi Hong Nh Nor | 20/07/2014 | 15021845 | 20/10/2015
20. | Phi Khénh L Nor | 08/01/2014 | 15061425 | 21/10/2015
21. | H6 Thi Nhat L N&r | 07/05/2015 | 15401109 |21/10/2015
22. | Duong Trong C Nam | 04/02/2015 | 15122250 | 28/10/2015
23. | Cam Bao A Nior | 18/08/2015 | 15631446 | 29/10/2015
24. | Nguyén Hai A Nor | 10/08/2015 | 15385130 | 30/10/2015
25. | Nguyén Dai A Nam | 26/08/2014 | 14407153 | 05/11/2015
26. | ViiTién L Nam | 24/06/2014 | 14379955 | 19/11/2015
27. | TranSy L Nam |16/03/2015 | 15451685 | 20/11/2015
28. | boan Lé buc H Nam |12/10/2014 | 15268936 | 23/11/2015
29. | Nguyén Gia B Nam |16/08/2014 | 14333854 | 25/11/2015
30. | Tran Phan Ng Bao A Nam | 30/07/2015 | 15459374 | 30/11/2015
31. | b6 Minh Ng Nir | 14/12/2013 | 14331041 | 02/12/2015
32. | Vi buc An Nh Nir | 25/01/2014 | 15152802 | 03/12/2015
33. |TranManh T Nam | 06/03/2015 | 15476689 | 08/12/2015




STT Ho va tén Gioi | Ngay thang M3 s6 Ngay vao
nam sinh bénh an vién
34. |Pham Tién Tr Nam | 10/08/2014 15476770 08/12/2015
35. | Ngb AnH Nam | 09/02/2015 15232557 09/12/2015
36. | Nguyén Khéanh Ch N 01/10/2015 15389965 11/12/2015
37. | Hoang Minh T Nam | 24/01/2014 150494996 | 15/12/2015
38. | Pham Kim Kh N 30/06/2015 140234191 | 16/12/2015
39. | MacGiaB Nam | 25/09/2013 150453004 | 16/12/2015
40. | Pham Viét A Nam | 31/07/2015 160009287 | 05/01/2016
41. | Ng Bui NhatH Nam | 19/10/2014 150016704 | 06/01/2016
42. | Lé Quang Tr Nam | 18/07/2015 160010548 | 06/01/2016
43. | Lé Vii Ngoc Ph Nam | 20/12/2013 140357982 | 11/01/2016
44, | Phan Thi Thanh H N 30/05/2015 160000000 | 11/01/2016
45. | Pham Ha Ph N 09/12/2014 164563203 | 15/01/2016
46. | binh Cong Bao L Nam | 14/07/2014 140989897 | 15/01/2016
47. | TranBao L Nam | 03/07/2015 160019503 | 16/01/2016
48. | Nguy@n Tién V Nam | 25/09/2013 | 130319990 | 17/01/2016
49. | Boan Duy Kh Nam | 25/10/2014 140153649 | 30/01/2016
50. | Nguyén Ngoc D Nir 05/06/2015 150477893 | 17/02/2016
51. | Nguyén Thi Diéu A N 05/07/2015 160351714 | 17/02/2016
52. | Mai Tuan K Nam | 09/03/2015 150339308 | 18/02/2016
53. | Nguyén Hicu M Nam | 25/12/2013 150472031 | 25/02/2016
54. | Tran Ngoc M Nir 24/06/2015 160084663 | 07/03/2016
55. | Phan Thi Ha Ph N 12/09/2013 130924914 | 10/03/2016
56. | Nguyén Duong S Nam | 14/09/2015 | 150042566 | 14/03/2016
57. | Tran Nguyén NgocD | N& | 28/12/2011 | 120192787 | 15/03/2016
58. | Nguyén Khanh L N 12/01/2015 160094604 | 16/03/2016
59. | Hoang Diéu Linh N 09/04/2015 160095387 | 16/03/2016
60. | D6 Bao Th Nam | 06/12/2015 150505274 | 16/03/2016
61. | Hoang Mai Ch N 13/08/2013 130371740 | 21/03/2016
62. | Nguyén Ngoc H N 17/08/2014 160121263 | 23/03/2016
63. | Phung Dinh Khoi Ng Nam | 09/09/2013 160119289 | 25/03/2016
64. | Pham Tung D Nam | 23/02/2016 160123443 | 28/03/2016
65. | Nguyén Thi Tra M N 19/04/2013 160093211 | 29/03/2016
66. | Nguyén Manh Q Nam | 20/07/2015 160114684 | 03/05/2016
67. | Nguyén Minh Nh Nam | 09/11/2012 130000972 | 13/05/2016
68. |LEThET Nam | 14/10/2014 160208928 | 19/05/2016
69. | DPao Tram A N 15/09/2015 150465428 | 21/05/2016
70. | Nguyén Anh T Nam | 04/12/2015 160198982 | 28/05/2016
71. | Nguyén Minh D Nam | 04/03/2014 140395490 | 31/05/2016
72. | Vi GiaB Nam | 15/06/2015 160210566 | 15/06/2016
73. | Nguyén Hoang M Nam | 09/05/2013 140040929 | 25/06/2016




STT Ho va tén Gioi | Ngay thang M3 s6 Ngay vao
nam sinh bénh an vién
74. | Duong Bao H N&r | 06/11/2013 | 140128925 | 14/07/2016
75. | Truong Van H Nam | 19/02/2016 | 130037895 | 18/07/2016
76. | Nguyén Nam A Nam |10/11/2015 | 160048346 |27/07/2016
77. | Nguyén Tién D Nam | 13/12/2014 | 150169494 | 29/07/2016
78. | Nguyén Hiru H Nam | 06/05/2015 | 150177428 | 10/08/2016
79. | Nguyén Hung A Nam | 27/05/2015 | 160386872 | 13/08/2016
80. | Nguyén Minh Ph Ni&r | 28/05/2015 | 160747978 | 15/08/2016
81. | bang Phan Minh Th Ni&r | 26/03/2015 | 160379743 | 24/08/2016
82. | Pham Huy D Nam | 28/01/2016 | 140356167 | 31/08/2016
83. | Chu Vi Anh Q Nam | 30/12/2014 | 150090447 | 31/08/2016
84. | Nguyén Phuong H Nam | 26/09/2013 | 140153342 | 31/08/2016
85. |LuuMinh D Nam | 29/08/2012 | 140066073 | 26/09/2016
86. | Ngb Minh Ph Nam | 28/08/2015 | 160403974 | 27/09/2016
87. | Tran Trong Ph Nam | 13/12/2015 | 160416217 | 28/09/2016
88. | Hoang Tung L Nam | 27/07/2014 | 140397116 | 30/09/2016
89. | Duong Hai Ph Nam | 09/04/2016 | 160419684 | 12/10/2016
90. | Nguyén Minh Ch N&r | 11/07/2016 | 160543960 |30/11/2016
91. | Tran Minh Q Nam | 10/09/2015 150488171 | 10/12/2016
92. | b6 Tung B Nam | 16/10/2016 | 160484523 | 11/01/2017
93. | KiéuDuy S Nam | 12/08/2016 | 170104052 | 16/03/2017
94. | Nguyén Buc Tr Nam | 14/01/2017 | 170069807 | 30/03/2017
95. |LEéNh3U Ni&r | 03/01/2013 | 160167931 |30/03/2017
96. | Nguyén Tri Duy A Nam |28/10/2015 | 150444294 |10/04/2017
97. | bao Anh Q Nam | 14/09/2015 170146422 | 11/04/2017
98. | Phung Nguyén Ha A N&r |30/01/2016 | 170148218 | 13/04/2017
99. | Nguyén Pinh Nam | 05/12/2015 | 175656341 | 06/05/2017
100. | Trinh Lé Buc C Nam | 12/10/2016 | 198745534 | 06/05/2017
101. | Tran Bao B Nam | 12/12/2016 170110962 | 18/05/2017
102. | Nguyén Ngoc Twong L | Nt | 17/07/2017 | 180101323 | 07/02/2018
103. | Nguyén Tuan A Nam | 06/03/2016 | 180041135 |19/02/2018
104. | Puong Nhat T Nam | 27/05/2017 | 170398833 |02/03/2018
105. |ViAnh T Nam | 09/09/2017 | 180176573 | 25/03/2018
106. | Nguyén Hoang Y N&r | 22/10/2017 | 180141243 | 29/03/2018
107. | Tran Minh Tr Nam | 17/05/2017 | 180061548 |07/04/2018
108. | Tran Minh Nh Nam | 16/01/2015 | 180170581 |08/04/2018
109. | HO Pinh T Nam | 07/04/2017 | 180195306 |23/04/2018
110. | Nguyén Tién Nam | 01/02/2017 | 170094966 | 23/04/2018
111. | Ngb Bao Ng Ni&r | 28/07/2017 | 180262589 |29/04/2018
112. | Nguyén Thi Yén Nh Ni&r | 23/03/2017 | 170235945 |03/05/2018
113. | Vii Nguyén Bao L Nam | 03/06/2017 | 170314332 | 19/05/2018




STT Ho va tén Gioi | Ngay thang M3 s6 Ngay vao
nam sinh bénh an vién
114, | Lé Phuong A Nt 14/01/2017 170411190 | 21/05/2018
115. |H6 Sy C Nam | 30/06/2017 | 170548635 | 10/06/2018
116. | Pham Tién B Nam | 15/11/2017 180218237 | 11/06/2018
117. | Nguyén Puc Kh Nam | 14/10/2017 | 176964654 | 12/06/2018
118. | Nguyén Hanh L Nir | 25/06/2017 | 180337332 |05/07/2018
119. | Lé bai Th Nam | 08/07/2017 | 180319828 | 05/07/2018
120. | Hoang Béng M Ni&r | 19/06/2015 | 180350001 |06/07/2018
121. | Vi Thi Thao Ng N&r |10/11/2017 | 180196899 |09/07/2018
122. | Nguyén Tlng A Nam | 16/10/2016 | 170023101 |09/07/2018
123. | Nguyén Anh Kh Nam | 08/08/2016 | 180008636 | 14/07/2018
124. | Lé buc Thai D Nam | 25/11/2017 180312522 | 15/07/2018
125. | Ma Quéc Kh Nam | 02/09/2017 | 170584585 |21/07/2018
126. |[Lé Van T Nam | 21/04/2018 | 180352060 | 06/08/2018
127. | Nguyén Tién Kh Nam | 29/08/2016 | 170042482 | 16/08/2018
128. | Vi Minh Tr Nam | 26/10/2016 | 180285730 | 19/08/2018
129. | Hoang Tuan M Nam | 19/11/2017 | 170569160 |20/08/2018
130. | Nguyén Hiru Kh Nam | 15/07/2017 | 170361855 | 20/08/2018
131. | Trinh Van Tr Nam | 08/11/2017 | 170451253 | 20/08/2018
132. | Nguyén Quang M Nam | 22/06/2017 | 180201321 | 23/08/2018
133. | Truong Pinh Minh Q Nam | 09/02/2018 | 180433186 | 24/08/2018
134. | Nguyén Vii Minh A Ni&r | 04/07/2018 | 180353784 | 26/08/2018
135. | Tong Khanh A N&r | 07/01/2015 |180352148 | 31/08/2018
136. | Nguyén Pic M Nam | 03/03/2017 | 180421308 |01/09/2018
137. | Vit Thé Gia H Nam | 14/04/2018 | 180253319 | 02/09/2018
138. | Lé Diép Ch Ni&r |28/03/2016 | 160381345 |03/09/2018
139. | Lé GiaH Nam | 27/10/2017 | 180026355 | 05/09/2018
140. | Vi Binh Duy Kh Nam | 19/09/2017 | 180399431 | 10/09/2018
141. | Nguyén Thé b Nam | 13/12/2016 | 180204346 |17/09/2018
142. | Nguyén Gia L Ni&r |26/10/2017 | 181325478 |17/09/2018
143. | Tran Minh Ph N&r | 17/04/2017 | 180459626 | 19/09/2018
144. | Poan Khic Puc Ph Nam | 22/03/2017 | 170154837 | 20/09/2018
145. | Hoang Thi Ngoc L N& | 30/04/2017 | 180575311 | 24/09/2018
146. | Pham Quang B Nam | 22/10/2016 | 180462961 | 24/09/2018
147. | Nguyén Phuong M N&r | 18/03/2018 | 180449264 | 28/09/2018
148. | Nguyén Thi Nhu Q Ni&r | 01/05/2018 | 180337859 | 29/09/2018
149. | Tran Gia B Nam | 09/01/2018 | 189900616 | 02/10/2018
150. | Nguyén Trinh Quynh Th | Nt | 08/10/2016 | 180456281 | 03/10/2018
151. | NguyénTruong Anh T Nam | 09/08/2016 | 073056356 |07/10/2018
152. | Pham Vii Nhat M Nam | 10/06/2016 | 180172822 | 07/10/2018
153. | Truong Nguyén Kh Nam | 29/03/2017 | 180304945 |09/10/2018




STT Ho va tén Gi6éi | Ngay thang M4 s6 Ngay vao
nam sinh bénh an vién
154. | Nguyén Lan A N |18/10/2013 | 160012659 | 10/10/2018
155. | L& Minh H Nam |18/04/2017 | 180486262 | 14/10/2018
156. | Than Thi Son Tr Ni | 01/07/2018 | 180575575 | 16/10/2018
157. | L& Quéc B Nam |27/04/2017 | 170177404 |17/10/2018
158. | Nguyén Thi Ngoc B Nir | 09/12/2014 | 180519545 |31/10/2018
159. | Poan Vin B Nam | 09/04/2018 | 180627711 |01/11/2018
160. | L& An Nh Ni | 02/07/2017 | 170368983 |01/11/2018
161. | B Digp O N |10/07/2017 | 170456029 |05/11/2018
162. | Nguyén Quang Kh Nam |05/09/2018 | 180618236 |30/11/2018
163. | Bui Gia Hoang Th Nam |04/08/2018 | 192132122 |03/12/2018
164. | Hoang Kim B Nam |05/10/2015 | 170217597 |05/12/2018
165. | L& Tran Duy B Nam | 04/06/2017 | 180604263 | 06/12/2018
I1. DANH SACH BENH NHAN VIEM PHOI KHONG DO PHE CAU
PON THUAN
STT Ho va tén Gi6éi | Ngay thang M4 sé Ngay vao
nam sinh bénh an vién
1. | Chu Thanh Ph Nam |29/11/2014 |15100157 18/09/2015
2. | Tran Thanh H Nir | 08/12/2013 | 13399492 23/09/2015
3. | Vuong Tué M Nam |13/01/2015 |15321851 23/09/2015
4. | Nguyén Viét H Nam |21/04/2015 | 15222439 09/10/2015
5. | Pham Quynh A Ni | 02/01/2015 | 15400732 15/10/2015
6. | Nguyén Vian H Nam |06/02/2013 | 13100473 16/10/2015
7. | Pang AnhQ Nam |13/09/2014 | 15235560 08/10/2015
8. | Tran Khanh D Nam |03/08/2014 | 15391653 19/10/2015
9. | Bui Ngoc Th Ni | 09/09/2013 | 14357804 21/10/2015
10. | Pham Ngoc M N |11/08/2012 |150039700 | 27/05/2016
11. | Chu Nguyén Kh Nam |25/07/2015 | 15435940 10/11/2015
12. | Nguyén L& Huyén L Ni | 07/06/2013 | 13312031 10/11/2015
13. | Nguyén buc Th Nam |30/04/2015 | 15364644 11/11/2015
14. | Nguyén Duy Ng Nam |09/11/2012 | 15443962 11/11/2015
15. | Pham Thuy D N |20/07/2013 | 130414042 | 02/06/2016
16. | Nguyén Btc Anh M Nam |21/04/2011 | 13371197 12/11/2015
17. | Luong Quang M Nam | 25/12/2012 | 15439668 13/11/2015
18. | Tran Nhat M Nam |20/09/2015 | 15451631 17/11/2015
19. | Nguyén Thao M Ni | 05/04/2015 | 15283253 16/11/2015
20. | Hoang Buc H Nam |18/05/2014 | 15352818 16/11/2015
21. | Tran Nhat L Nam |15/06/2011 | 15425084 17/11/2015
22. |TranPuc T Nam |16/09/2013 | 14004859 18/11/2015




STT Ho va tén Gioi | Ngay thang M4 s6 Ngay vao
nam sinh bénh an vién
23. | Nguyén bang Th Nam | 04/09/2014 15411531 19/11/2015
24. | Ngb Van Tr Nam | 02/09/2014 15454462 19/11/2015
25. | Bui Bao N Nam | 22/06/2015 15236641 21/11/2015
26. | Nguyén Nam Ph Nam | 12/08/2014 | 15451500 23/11/2015
27. | Nguyén Bao L Nam | 20/11/2014 15457049 23/11/2015
28. | Nguyan Ngoc D N& |06/05/2014 | 15422135 23/11/2015
29. | Nguyan Trang A N& |05/10/2015 | 15456016 24/11/2015
30. | ViLamQ N{t 27/12/2013 14549849 24/11/2015
31. | Nguyén Vinh Q Nam | 19/05/2014 14176459 26/11/2015
32. | Nguyén Chi Th Nam | 07/03/2014 14114512 28/11/2015
33. | Phan Thai S Nam | 18/03/2015 15452448 30/11/2015
34. | Vi GiaH Nam | 18/08/2015 15471697 04/12/2015
35. | Nguyén Ngoc M Nt 22/12/2011 12304218 04/12/2015
36. | Han Diéu A N&r | 30/11/2014 | 15465265 04/12/2015
37. | Hoang Hoa Tuong A N&r | 30/03/2015 | 15469190 04/12/2015
38. | Binh Thu H N&r | 09/10/2014 | 15464159 07/12/2015
39. | Nguyén Ngoc Bao V Ni&r | 18/07/2013 | 15435039 08/12/2015
40. | Lé Hoang N Nam | 02/01/2014 | 15480814 08/12/2015
41. | Pham Minh C N&r | 06/09/2013 | 140130434 | 17/10/2016
42. |BUiTuan T Nam | 16/08/2013 15484706 11/12/2015
43. | Nguyén Hitu Ph Nam | 21/05/2015 | 15915930 13/12/2015
44. | Nguyén Linh Ch N&r | 02/07/2016 |170255170 | 13/06/2017
45. | Nguyén Hai b Nam | 17/10/2017 | 180038633 | 08/07/2018
46. | Duong Nguyén T A Nam | 25/07/2017 | 180064318 | 29/08/2018
47. | Ta Tuyét Nh Ni&r | 30/07/2018 | 180400148 | 09/09/2018
48. | Pham Quang M Nam | 11/07/2017 | 170585477 | 15/09/2018
49. |LESYQ Nam | 01/10/2015 | 150454308 | 21/12/2015
50. | Nguyén Vinh Anh T Nam | 21/07/2012 | 130035364 |21/12/2015
51. | Pham Ngoc Gia B N{t 21/04/2013 130275186 24/12/2015
52. | L& Nguyén Linh Ch N 18/11/2015 150461205 27/12/2015
53. | Tran Hiu B Nam | 15/05/2014 | 150500593 | 28/12/2015
54. | Tran Minh Tr N&r | 08/12/2012 | 150501902 | 28/12/2015
55. | Vi AnH N& | 15/09/2015 | 150501832 | 28/12/2015
56. |Lai Minh D Nam | 09/12/2014 | 150359889 | 06/01/2016
57. | Pham Yén Tr N&r | 31/08/2017 | 180574163 | 24/09/2018
58. | L& ThéS Nam | 04/05/2015 | 150272493 | 11/01/2016
59. | BuiCaoH Nam | 14/08/2013 | 150476061 | 11/01/2016
60. | Nguyén Hoai A N&r | 17/05/2015 |130394879 | 11/01/2016
61. | Nguyén Hai L Nam | 22/10/2014 | 160005307 | 11/01/2016
62. | Pham Khanh L N&r |07/01/2013 | 130007710 |12/01/2016




STT Ho va tén Gioi | Ngay thang M4 s6 Ngay vao
nam sinh bénh an vién
63. | Néng Bao Kh Nam | 28/01/2014 | 140100059 | 12/01/2016
64. | L& Minh A Nam | 31/08/2015 | 150390822 | 12/01/2016
65. | bang Minh A Nt 26/11/2014 160011484 12/01/2016
66. | Nguyén Thién D N&r | 21/03/2013 | 140393391 | 12/01/2016
67. |LéVanS Nam | 30/09/2015 | 150494401 | 13/01/2016
68. | Nguyén Manh T Nam | 19/05/2015 | 160025286 | 14/01/2016
69. | Nguyén Minh H Nam | 12/07/2014 | 169650055 | 18/01/2016
70. | Nguydn Hai T Nam |13/08/2013 | 165454524 | 22/01/2016
71. |LéBaoB Nam | 23/06/2014 | 160025969 | 22/01/2016
72. | Nguyén Phuong Nh N&r | 09/11/2014 | 150462942 | 25/01/2016
73. | Ngb Thao Ng N&r |16/01/2014 | 160032797 | 28/01/2016
74. | Nguyén Manh Tr Nam | 13/11/2015 | 160032208 | 29/01/2016
75. | Tran Hoang Q Nam | 20/12/2014 | 150040334 | 15/02/2016
76. | Nguyén Tién H Nam | 15/01/2012 | 150137134 | 15/02/2016
77. | Tran Bao Ng N&r |29/03/2015 |160038194 | 16/02/2016
78. | NguyénDuy T Nam | 21/10/2014 | 160061688 | 17/02/2016
79. | Phi Binh Anh Q Nam | 30/07/2015 | 160057542 | 17/02/2016
80. | Hoang Yén Nh N&r | 30/03/2015 | 160040787 | 18/02/2016
81. | Trinh Quynh Ch N&r | 16/07/2015 | 160056618 | 18/02/2016
82. | Nguyén sy Bao Ng Nam | 14/07/2015 | 160055292 19/02/2016
83. | Duong Minh Ph Nam | 21/03/2015 | 150119034 | 20/02/2016
84. | Nguyén Duy Gia B Nam | 10/03/2014 | 140385428 | 21/02/2016
85. | Tran Thi Ngoc Tr N{t 11/08/2014 160054166 21/02/2016
86. | Pao Nguyén Phuong M | Nir | 28/12/2015 | 165971166 | 22/02/2016
87. | Trinh Tung L Nam | 02/09/2014 | 140346034 | 23/02/2016
88. | Pinh Biang V Nam | 20/01/2014 | 160069587 | 24/02/2016
89. | Buibuc L Nam | 25/08/2014 140340104 24/02/2016
90. | Pham Hong H N&r | 11/06/2013 | 140224837 | 26/02/2016
91. | Nguyén Anh Q Nam | 03/05/2015 | 150320665 | 28/02/2016
92. | Nguyén Phan H Nam | 04/03/2015 | 150458724 | 28/02/2016
93. | Nguyén Tran Ngoc D Nam | 21/01/2015 | 150095194 | 01/03/2016
94. | Tran Khanh | N&r | 28/03/2014 | 150276212 | 01/03/2016
95. | Nguyén Phuong H N& | 15/06/2011 | 130314762 | 02/03/2016
96. | Trinh Tram A N&r | 16/12/2014 | 150422915 | 03/03/2016
97. | Lé Phuong Tué Ch N&r | 04/11/2011 |110082390 | 10/03/2016
98. | Pham Anh Th NG | 29/06/2014 | 160044623 | 16/03/2016
99. | P6 Thanh Thanh Tr N& | 31/05/2012 | 130309071 | 16/03/2016
100. | Pham Ha Bao Ng N&r | 10/01/2013 | 160094278 | 17/03/2016
101. | Nguyén Tuan K Nam | 23/10/2013 | 130418979 | 18/03/2016
102. | L Duy B Nam | 23/08/2013 | 160111964 | 18/03/2016




STT Ho va tén Gi6éi | Ngay thang M4 so Ngay vao
nam sinh bénh an vién
103. | Nguyén Ting A Nam | 12/02/2015 150467977 18/03/2016
104. | Tran Quynh Nh Nir 19/11/2015 160089737 18/03/2016
105. | Doédn Bao A N 06/08/2015 160100987 19/03/2016
106. | Nguyén Gia A Nam | 30/10/2015 169921451 20/03/2016
107. | Ha GiaH Nam | 20/03/2013 130095036 21/03/2016
108. | Nguy@n Thiy D NTr | 16/01/2012 | 160112952 | 27/03/2016
109. | T6 GiaB Nam | 02/11/2014 150054103 27/03/2016
110. | Nghiém Viét D Nam | 05/06/2015 160125193 28/03/2016
111. | Nguyén D6 Thao Ch N 02/06/2014 161061763 30/03/2016
112. | Nguyén Thao M N 19/12/2014 160146002 07/04/2016
113. | L& Quéc C Nam | 30/11/2014 160149992 11/04/2016
114. | Bui Vi H Nam | 17/11/2013 160144775 11/04/2016
115. | N6ng Thé M Nam | 01/05/2014 140174615 11/04/2016
116. | Nguyén Duong Thién A | Nam | 22/01/2015 | 150151463 | 19/04/2016
117. | LE Anh Th Nt 14/07/2014 160167821 19/04/2016
118. | Pham Lam A N 24/07/2013 160134832 19/04/2016
119. | Phan Quéc Tr Nam | 22/05/2015 161135191 21/04/2016
120. | Boan Huynh Bao U N 11/09/2014 150099060 22/04/2016
121. | Mai Gia Kh Nam | 13/10/2011 110317349 15/05/2016
122. | Mai Anh Kh Nam | 10/08/2014 160212289 26/05/2016
123. | Phan Lé Ng Nam | 13/08/2015 160236552 08/06/2016
124. | Lé Diéu H N 06/09/2015 160241776 13/06/2016
125. | bang Hoang D Nam | 22/02/2014 160216914 18/06/2016
126. | Pham Binh H Nam | 30/10/2014 150004182 19/06/2016
127. | L& Hung A Nam | 14/01/2015 150499111 23/06/2016
128. | Hoang Minh D Nam | 27/06/2014 150006509 23/06/2016
129. | Nguyén Duy Minh Kh Nam | 13/03/2013 165248796 25/06/2016
130. | Vii buc Trung A Nam | 20/09/2013 160275564 26/06/2016
131. | Nguyén Viét H Nam | 23/10/2011 110287906 01/07/2016
132. | Binh Manh T Nam | 04/08/2011 110327762 09/07/2016
133. | Pham Gia Ngoc Kh N 14/05/2015 150211087 19/07/2016
134. | Vi Thao Nh N 04/12/2014 121412154 26/07/2016
135. | Nguyén Luu Minh Ch N{r 13/10/2013 160314793 29/07/2016
136. | Nguyén Ha Bao A N 24/05/2014 140197795 03/08/2016
137. | Nguyén Thién Tuan T Nam | 30/01/2016 160392354 11/08/2016
138. | bang Bao L N 08/12/2011 110011565 25/08/2016
139. | Duong Nhat H N{r 11/09/2014 160347060 31/08/2016
140. | Luong Thuy D N 21/09/2012 120004292 16/09/2016
141. | Nguyén Tra M N 06/02/2013 160379870 16/09/2016
142. | bao Huyén N N 15/06/2015 160008344 23/09/2016




STT Ho va tén Gi6éi | Ngay thang M4 so Ngay vao
nam sinh bénh an vién
143. | Nguyén Minh Kh Nam | 07/06/2014 140234277 27/09/2016
144. | Pham Trung D Nam | 21/12/2015 | 160363069 | 10/10/2016
145. | Nguyén Son L Nam | 26/07/2016 | 160361257 | 22/10/2016
146. | TaBang T Nam | 26/06/2014 | 160005165 | 05/04/2017
147. | Phung Thanh Ng Nir | 22/07/2013 | 130335392 | 11/02/2018
148. | Nguyén Hoang U N&r | 02/01/2015 |180041941 | 18/02/2018
149. | Roan Phuong Th Ni&r | 25/07/2014 | 180058628 | 27/03/2018
150. | Tran Minh Ph Nam | 02/08/2017 | 170324401 | 12/04/2018
151. | Ngan Bao Ng Nir | 06/06/2015 | 180213327 | 27/04/2018
152. | Nguyén Thanh Th Nir | 22/01/2018 | 180354620 | 06/05/2018
153. | Pham Yén Nh Ni&r |29/09/2015 | 180182509 | 14/05/2018
154. | Truong Bao H Ni&r | 24/06/2014 | 186232042 | 14/05/2018
155. | Tran Bao A Nir | 28/09/2016 | 160524013 | 15/05/2018
156. | Vi Nhat Q Nam | 31/05/2016 | 170295312 | 06/06/2018
157. | Tran Mai H N&r | 13/02/2018 | 180108806 | 09/06/2018
158. | Nguyén Huy Bao A Nam | 16/10/2013 | 180298757 | 12/06/2018
159. | Nguyén Thi Thiy D Ni&r | 30/03/2017 | 180219407 | 13/06/2018
160. | Tran Bao A Nir | 09/11/2016 | 160457614 | 13/06/2018
161. | Tran Ngoc D N&r | 10/02/2018 | 180328391 | 13/07/2018
162. | Tran Nhat Q Nam | 17/12/2015 | 180320765 | 14/07/2018
163. | Nguyén Minh Kh Nam |29/11/2017 | 180330809 | 15/07/2018
164. | Nguyén Tric Linh Ch Nam | 21/02/2018 | 180341126 | 20/07/2018
165. | Nguyén Minh Q Nam | 04/10/2017 | 170543790 | 20/07/2018
166. | Nguyén DBirc M Nam | 29/06/2016 | 160267154 | 25/07/2018
167. | Ngb Quang H Nam | 29/06/2018 | 180388762 | 15/08/2018
168. | Nguyén Mai Ph Nir | 25/04/2018 | 180325754 | 28/08/2018
169. | Nguyén Minh Kh Nam | 10/04/2018 | 180340052 | 01/09/2018
170. | Nguyén Anh V Nam | 20/09/2017 | 180432798 | 02/09/2018
171. | Mac Vinh Kh Nam | 01/10/2017 | 180358775 | 03/09/2018
172. | Bui Thé V Nam | 20/10/2013 | 180400771 | 08/09/2018
173. | Nguyén Phi C Nam | 10/04/2015 | 160225770 | 09/09/2018
174. | Lé Minh H Nam | 27/06/2018 | 180237496 | 10/09/2018
175. | Lé Phan G Nam | 04/08/2018 | 180553009 | 14/09/2018
176. | Nguyén Tran Trung H Nam | 04/05/2016 | 160251011 | 14/09/2018
177. | Vi biic M Nam | 02/07/2018 | 188855222 | 18/09/2018
178. | Binh Ngoc K Nam |02/10/2017 | 180238720 | 19/09/2018
179. | Nguyén Lan Ch N{r 17/12/2014 180574640 22/09/2018
180. | Nguyén Thi Ngoc H Nior | 04/09/2017 | 189631212 | 25/09/2018
181. | bang Khanh H Nir | 27/02/2017 | 170091500 | 29/09/2018
182. | Tran Thai Thuy D Ni&r | 13/07/2018 | 180593677 | 02/10/2018




STT Ho va tén Gioi | Ngay thang M4 s6 Ngay vao
nam sinh bénh an vién
183. | Nguyén Hoang Khanh L | Nit | 18/02/2018 | 180275895 | 02/10/2018
184. | Mai Chan T Nam | 07/02/2016 | 180288699 | 04/10/2018
185. | Nguyén Vin A Nam | 07/02/2015 | 160172574 | 07/10/2018
186. | Cu Thi Thanh Tr Nir | 13/04/2018 | 180465436 | 08/10/2018
187. | Vi Minh Ng Nam | 02/07/2015 | 180503171 | 09/10/2018
188. | Bao Tung L Nam | 28/10/2013 | 150074573 | 11/10/2018
189. | Tran Bao N Nam | 17/11/2017 | 180573389 | 15/10/2018
190. | Ngé Anh T Nam | 05/09/2018 | 180624382 | 21/10/2018
191. | VO Hoang Lé V Nir | 21/12/2015 | 180485121 | 21/10/2018
192. | Vi buac A Nam | 19/07/2017 | 170408256 | 24/10/2018
193. | Nguyén Khanh Ch N&r |27/07/2018 | 180529281 | 26/10/2018
194. | Nguyén Minh Tr Nam | 20/02/2018 | 180505698 | 30/10/2018
195. | Nguyén Viét D Nam | 22/07/2018 | 180502818 | 01/11/2018
196. | Ngb Nhat H Nam | 20/09/2016 | 180488039 | 10/11/2018
197. | Binh Tién D Nam | 17/06/2018 | 180651172 | 11/11/2018
198. | Nguyén Nhat Kh Nam | 15/10/2018 | 180634103 | 07/12/2018
199. | Nguyén Thao Nh Nior | 15/10/2018 | 156562224 | 07/12/2018
200. | Nguyén Minh H Nam | 16/09/2018 | 180501639 | 09/12/2018
201. | Nguyén Kha V N&r | 23/03/2017 | 170231764 |20/12/2018
202. | Po Viét Kh Nam | 28/09/2018 | 180487186 |21/12/2018
203. | Ho Minh b Nam | 20/09/2018 | 180498240 | 23/12/2018
204. | Nguyén Quy D Nam | 27/09/2017 | 180499177 | 08/10/2018
205. | Nguyén Ngoc D N&r | 12/10/2016 | 180368202 | 09/10/2018
206. | Vii Quoc b Nam | 04/11/2016 | 180527384 | 23/10/2018
207. | Nguyén Ngoc Bao A Nam | 10/02/2018 | 180563570 | 01/11/2018
208. | Nguyén Khac b Nam | 14/05/2018 | 180473657 | 08/11/2018
209. | Lé Khanh D Nam | 31/12/2017 |180165949 | 05/12/2018
210. | Vuong Gia B Nam | 13/08/2018 | 180544277 | 18/12/2018

Xac nhan cua

Bénh vién Nhi Trung wong

(Pa xac nhan)

Ha Noi, ngay 10/02/2022

Nghién cuu sinh

Nguyén Ping Quyét

(Da ky)







