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14:00 - 17:00
14/10/2022

PHIEN BENH PHOI MO KE HAY TON THUONG MO KE DO VIRUS?

Chu toa: PGS.TS.BS. Tran Van Ngoc

14:00 - 14:20

1420 - 1520

15:20 - 15:40

1540 - 1640

16:40 - 17:00

Pai cuong vé Bénh phéi mé ké

PGS.TS.BS. Trin Van Ngoc - Phé Chu Tich Hai Phél Viét Nam

Hinh anh cd ban tén thudng phé nang-mé ké

TS.BS. D& Thi Tudng Oanh - Giang Vién BHYK Pham Ngoc Thach

Gidi thi¢u san phim OFEV trong diéu tri Xd Phéi Vé Cin (IPF)

DS. Tran Van Phic - Cong Ty TNHH Boehringer Ingelhelm Viét Nam

ILD hay tén thuong mé ké do virus? Tiép can chin doan va diéu tri
TS.BS. Nguyén Van The - Chu Nhiém BM Lao & Bénh Phéi - BHYD TR.HCM
Thao luan va tong két

Chu toa va Bao cdo vién

PHIEN NHIEM KHUAN HO HAP NHI

Chu toa; PGS.TS.BS. Phan HOu Nguyét Diém

14:00 - 15:00

15:00 - 16:00

16:00 - 17:00

Su dung khang sinh hdp ly trong nhiém triang hé hap trén & tré em
TS.BS. Tran Anh Tuln - Khoa Ho Hap - BV Nhi &dna 1

Khang sinh diéu tri viém phéi céng déng 4 tré em
PGS.TS.BS. Phan Hlu Nguyét Diém - GV Cao Cap BM Nhi - DHYD TR.HCM

Cap nhat khiang sinh diéu tri viém phdi bénh vién & tré em
PGS.TS.BS. Phung Nguyén Thé Nguyén - Trudng BM Nhi- BHYD TR.HCM

08:30 - 17:00
15/10/2022

PHIEN TOAN THE

Chu toa; G5TS. Binh Xuan Anh Tuan - PGS Binh Ngoc Sy - G5.TS. Ngo Quy Chau

PGS.TS. Nguyen Thi Ngoc Dung - PGS.TS. Nguyen Viét Nhung - PGS.TS. Tran Van Ngoc

08:30 - 08:45

08:45 - 09:.00

09:00 - 10:00

10:30 - 11:.00

00 - 1120

1:20 - 140

1140 - 12200

Phat biéu cta Tong Hoi Y Hoc VN & Héi Phéi VN
PGS.TS.BS, Nguyén Viét Nhung

Gidi thiéu chuong trinh héi nghi va CME
PGS.TS.BS. Tran Van Ngoc - Chu Tich LCH Hé Hap TR HCM

Hé mién dich cua cd thé:

Pap Ung trude nhiém vi sinh vat, ap dung trong diéu trj va du phéng
GS.TS.BS. Dinh Xudn Anh Tudn - Hiéu Trudng Dai Hoc Y Khoa Corse - Phap
C&p nhit tinh hinh khing thudc trong VPCPD va VPBYV trén thé gidi va VN
PGS.TS.BS. Tran Van Ngoc - Pho Chi Tich Hal Phol VN

Vai tro cla di liéu giam sat dé khang khang sinh tai Viét Nam va quéc té
trong ra quyét dinh trén thuc hanh Iam sang
TS.BS. Pham Hung Van - Chu Tich LCH Vi Sinh Lam Sang TP.HCM

Cong ty

Thao luin va téng két
Chu toa doan



PHIEN 1: VIEM PHOI BENH VIEN - VIEM PHOI THO MAY

Chu toa: PGS.TS.BS, Binh Ngoc Sy - PGS.TS5.BS. Nguyen Viét Nhung - PCS. TS BS.Lé Tién DOng

13:30 - 13:55 * Téi uu liéu khang sinh trong diéu tri Viém phdéi ning dua trén PK/PD
PGS.TS.DS. Nguyén Hoang An - Giam Déc Trung Tam Qudc Gia vé DIBADR

13:55 - 14:20 * Colistin va nhiém khuan cap do VK khéng phé bién khang thuéc
TS.BS. Nguyén Van Thanh - Bhé Chi Tich Héi Phdi VN

1420 - 14:30 * Dau in sinh hoc trong qua trinh diéu tri BN nhiém khuén:
Chia sé ca lam sang VPTM
PGS.TS.DS. BUi Thi Hudng Quynh - Pho Khoa Ducce - BV Théng Nhat

1430 - 14:40 * Tinh khang khang sinh cua 5 tic nhan giy VPTM va méi lién quan
vdi néng d6 PCT tai BV Théng Nhit Bong Nai
TS.BS. Nguyén Si Tudn - Trudng Khoa Vi Sinh - BV BK Théng Nhat Béng Nal

14:40 - 15:05 * Phong ngua viém phéi bénh vién viém phéi lién quan thd may
trong dai dich COVID-19: thach thuc va giai phap
PGS.TS.BS. Lé Thi Anh Thu - Chi Tich Hol Kiém Soat Nhiém Khudn VN

15:05 - 1515 * Giailao

1515 - 15:40 * Dac tinh khang thudéc cua K.Pneumoniae trén BN viém phéi
tai BV Théng Nhit TP.HCM
ThS.BS. Lé Bao Huy - BV Thang Nhat TP HCM

15:40 - 16:05 » Lua chon khang sinh Nhiém khuin gram am da khang:
Cap nhat IDSA va ESCMID 2022
PGS.TS.BS. Lé Tién Dang - Trudng Khoa Ho Hap - BV BHYD TP HCM

16:05 - 16:30 « Diacdiém |am sang va CLS cua BN VPBV tai BV Thu Buc 2018-2021
BS. Nguyén Ba Tung - Khoa HE Hap - BV Thanh Phé Thu Buc

16:30 - 17:00 * Thao ludn va tong két
Chu toa doan

GS.TS.BS, Ngo Quy Chau - TS,BS. Nguyeén Van Thanh - BS.CKII, Vé Buc Chién

1330 - 13:55 » Diét sach Pseudomonas aeruginosa d bénh nhan COPD -
Cép nhét céc guidelines mdi nhéat
TS.BS. D6 Thi Tudng Oanh - Giang Vién BHYK Pham Ngoc Thach

1355 - 1420 * Vaitro cla coagulase - negative Staphylococei trong nhiém tring hé hap
ThS.BS. Dudng Thi Thanh Vén - Giang Vién DHYD Can Tha

1420-1430 « Céngty

1430 - 14:55 * Xuéng thang khang sinh trong diéu tri viém phéi tai ICU -
TU khuyén cdao dén thuc té lam sang
ThS.BS.CKI. Tran Thj T6 Quyén - Giang Vién DHYK Pham Ngoc Thach

14:55 - 15:20 * Xac nhin mét tac nhan vi sinh giy bénh: hém qua, hém nay va ngay mai
PGS.TS.BS, L& Thudng Vi - Pho Khoa HA Hap - BV Chd Ray

1520 - 15:35 * Giailao

1535 - 16:00 « Gia tri thang diém PSI trong tién Iugng BN viém phoi kém SCMD
do dung Corticoid
T5.BS. V6 Pham Minh Thu - 80 Mon Noi - BHYD Can Tho

16:00 - 16:25 * Nhiém khudn hé hip tai don vi ACOCU

PGS.TS.BS. L@ Thi Tuyét Lan - Chu Tich LCH Hen - Di Ung - MDLS TR.HCM
16:25 - 16:50 * Nhiém VK lao khéng dién hinh NTM: khi nao cén diéu tri

BS.CKIl. Nguyén BDinh Duy - Pha Chu Tich Hoi Phéi VN

16:50 - 17,10 » Thao ludn va tédng két
Chu toa doan



PHIEN 3: VIEM PHOI DO NAM

toa: PGS.TS.BS.Tran Van Ngoc - TS.BS. Pham Hung Van - PCS.TS.8S. VU Van Giap

13:30 - 13:55 * Nhiém candida xam Ian tai ICU -
Ung dung guideline vao thuc tién lam sang
BS.CKIL Thai Minh Thién - Trudng Khoa ICU - BV Tim Tam Buc

13:55 - 1420 * N&m cdng sinh hay ndm gy bénh?

Vai trd cua cac XN va XN sinh hoc phan to

TS.BS. Pham HUng Van - Chu Tich LCH Vi Sinh Lam Sang TP.HCM
14201430 « Coéngty
14:30 - 14:55 * Dinh dudng cho bénh nhan viém phéi tai ICU

TS.BS. Luu Ngan Tam - Trudng Khoa Dinh Dudng - BV Chd Ray
14:55 - 1510 * Gial lao
1510 - 15:35 * Nhiém nam dich té dia phudng

PGS.TS.BS. Tran Van Ngoc - Pha Chu Tich Hol Phoi VN
15:35 - 16:00 * Viém phdi trén bénh nhan suy gidm mién dich

TS.BS. Lé Thi Thu Hudng - Trudng Khoa Hé Hap - BV Nhan Dan Gia Dinh
16:00 - 16:25 » Cap nhit chin dodn va diéu tri viém phéi do ndim

PGCS.TS.BS. Vi Van Giap - Pho Giam B6c Trung Tam Ho Hap - BV Bach Mai
16:25 - 16:50 * Calam sang viém phéi do nam

ThS.BS. Nguyén Hé Lam - Gldng Vién B Mén Nl - Bai Hoe Y Dudge TR.HCM
16:50 - 1710 e Thao ludn va téng két

Chu toa doan

PHIEN 4: VIEM PHOI O TRE EM

S.BS. Phan HOu Nguyét Diém - PGS.TS.BS. Phung Nguyé&n Thé Nguyér
1S.BS.Tran Quang Kha

13:30 - 13;55 » DPac diém viém phéi hau sdi d tré em tai Bénh vién Nhi Déng 2
ThS.BS. Lé Thi Ngoc - Khaa Nhi - BV Tam Anh TP.HCM
13:55 - 14:20 * Phat hién déng nhiém vi khuin d tré viém phéi ning bing Real-time PCR
TS.BS. Tridn Quang Khai - Gidng Vién BM Nhi - BHYD Cin Tha
14:20 - 14:45 e Viém phdi hoai tu va tinh trang dé khang khang sinh
PGS.TS.BS. Phan Hlu Nguyé@t Diém - GV Cao Cap BM Nhi - DHYD TRP.HCM
14245 - 14:55 *» Congty
1455 - 1510 * Giailao
1510 - 1535 « Viém phéi do Acinetobacter baumanii
PGS.TS.BS. Phing Nguy@n Thé Nguyén - Trudng BM Nhi - DHYD TRP.HCM
16:00 - 1610 s Céngty
1610 - 1635 ¢ Pé khang khang sinh nhém macrolide cla S.pneumoniae
ThS.BS. Trinh Héng Nhién - Trudng Khoa Ho Hap - BV Nhi Bong TP.HCM
16:35 - 17:00 * Thao ludn va tdng két

Chu toa doan
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BENH XO' PHOI: TU’ SINH LY BENH BEN ROI LOAN CHU'C NANG HO HAP

GS.TS.BS. DINH XUAN ANH TUAN, BV COCHIN & PAIHOC Y PARIS CITE

Tom tat

Bénh xo phdi duge dic trung bai su tich tu quéa muc chat gian bao va tiéu hity cac cau trac phoi,
dan dén suy ho hap. Sinh bénh hoc cua xo phoi kha phic tap, phu thudc nhiéu vao nguyén nhan
cua bénh, lién quan dén nhiéu duong dan sinh hoc té bao va phan tir. Trong bénh xo phdi do xo
ctng bi, bang chiing mé hoc cho thay sy hién dién dong thoi cua céc ton thwong vi mach mau,
hién tuong viém va kich hoat ty mi&n, xen bai cac 6 xo hoa. S6 lugng ngay cang nhiéu cac yéu td
tang trudng, cac chat trung gian té bao va céc vi chét té bao duoc phét hién cd tham gia vao qua
trinh phat trién va duy tri viém va xo hoa trong can bénh mo lién két nay. Xo phdi vo cin khong
chi anh huong céc vang phé nang ma con anh huong dén duong hd hap va hé théng mach mau
phdi, dan dén nhiing bién doi trong co hoc phdi, qua trinh trao ddi khi, sinh Iy hoc phé quan ciing
nhu huyét dong hoc phdi. Cac co ché gay kho tha va han ché gang stc ciing duoc thao luan trong

bai tong quan nay.



PULMONARY FIBROSIS: FROM PHYSIOPATHOLOGY TO LUNG FUNCTION
ALTERATIONS

PROF. DINH XUAN ANH TUAN, MD, PHD. COCHIN PARIS UNIVERSITY HOSPITAL

Abstract

Pulmonary fibrosis (PF) is characterized by excessive matrix accumulation and destruction of lung

structures, leading to respiratory failure. The physiopathology of this disorder is complex,

depending largely on its etiology, implicating several cellular and molecular pathways. In systemic

sclerosis-related PF, histological findings demonstrated the co-existence of microvascular

damages, inflammation, and autoimmune activation, intercalated by fibrotic foci. Increasing

quantity of growth factors, cytokines, and chemokines have been found to participate in developing

and maintaining inflammation and fibrotic disorders in this connective tissue disease. Idiopathic

PF affects not only alveolar regions but also extends to airways and pulmonary vascular system,

leading to alterations in lung mechanics, gas exchange, airway physiology as well as pulmonary

hemodynamics. The mechanisms implicating to dyspnea and exertional limitation are also

discussed in this general review.



TON THU'O'NG MO KE TREN PHIM X QUANG & CT SCAN NGU'C

DO THI TUONG OANH

Trén phim X quang nguc, cac bat thuong cua mé k& thuong duoc nghi dén khi c6 hinh anh ton thuong
kiéu ludi, kiéu ndt va ludi — ndt. Can phai phan biét véi cac ton thuong kiéu phé nang véi cac dic diém
nhu khéng phan b theo thily hay phan thlly, c6 giéi han rd, khong chira air-bronchogram va dién tién
thay d6i cham theo thoi gian.

T4t ca cac bat thuong dang mo k& phét hién trén phim X quang nguc nén duoc chi dinh chup phim CT
scan nguc d6 phan giai cao. Cac hinh anh ton thuong mé ké c6 thé gap duoc trén phim CT scan nguc bao
gom: Ton thuong dang lugi do day véch gian tiéu thlly; ton thuong da nét bao gdm nét trung tam tiéu
thily, nét nam quanh tiéu thuy (perilymphatic) hay nét bat ky va ton thuong lugi va ndt két hop. Cac ton
thuong khac nhu day véach trong tiéu thily, day 18i mach mau — phé quan.

Dé phan tich phim CT scan nguc khi gap ton thuwong dang mé k&, can phén tich theo luu d6 timg budc
dé chan doan. Budc 1 can phan tich ton thuong cé cac diém dic trung cua xo phdi hay khong va loai trir
cac nguyén nhan day mo ké khong do xo phdi nhu phu phoi, thAm nhiém té bao eosinophil, ling dong
protein phé nang...O budc 2, dya trén cac tiéu chuan hinh anh hoc dé chan doan viém phoi ké thong
thuong (UIP) xac dinh, nghi ngo, khong xac dinh hoic cac chan doan thay thé. O budc 3 can két hop Voi
vi tri phan bd va céc ton thuong di kém khac dé chan doan nguyén nhan. Chan doan xac dinh xo phdi can
két hop gitra 1am sang, hinh anh hoc va mé bénh hoc.

INTERSTITIAL LESIONS ON CHEST RADIOGRAPHS AND CT SCANS

DO THI TUONG OANH
On chest radiographs, interstitial abnormalities are often suspected in the presence of reticular, nodular,
and reticulo-nodular lesions. It must be distinguished from alveolar lesions with features such as non-
lobular or segmental distribution, well-defined boundaries, absence of air-bronchogram, and slow
progression over time.
All interstitial abnormalities detected on chest radiographs should warrant a high-resolution chest CT scan.
The images of interlobular tissue lesions that can be seen on the CT scan of the chest include: Reticular
lesions due to thickening of the interlobular septum; Multinodular lesions include centrilobular,
perilymphatic, or random nodules and reticulo-nodular lesions. Other lesions such as thickening of the
wall in the lobules, thickening of the vascular-bronchial core.
To analyze the CT scan of the chest when having an interstitial lesion, it is necessary to analyze it
according to a flow chart for diagnosis. Step 1 needs to analyze the lesion with features of pulmonary
fibrosis or not and exclude non-fibrotic causes of interstitial tissue thickening such as pulmonary edema,
eosinophil infiltration, pulmonary alveolar proteinosis, etc. In step 2, diagnoses based on imaging criteria
of confirmed, suspected, unspecified, or alternative unusual interstitial pneumonia (UIP). In step 3,
combines the distribution location and other accompanying lesions to etiological diagnose. The definitive
diagnosis of pulmonary fibrosis requires a combination of clinical, imaging, and histopathology.
TAI LIEU THAM KHAO
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BENH PHOI MO KE HAY TON THU'O'NG MO KE DO VIRUS ? TIEP CAN CHAN
DPOAN VA PIEU TRI

NGUYEN VAN THO1

Bénh phdi mo k& (BPMK) 1a mot nhdm bénh gom hon 200 thé bénh khac nhau duge dic trung boi bat
thuong nhu md phai lan téa. BPMK c6 thé dugc chia thanh cac phan nhom: ¢ nguyén nhan, viém phi
mo k& vo cin, viém dang hat va nguyén nhan khac. BPMK la mét dang bénh man tinh, loai trir nguyén
nhan nhiém trang va ung thu. Biéu hién trén hinh anh hoc caa BPMK thinh thoang gidng biéu hién cua
cac bénh nhiém trung, dic biét I ton thuong mé k& do virus. Cac biéu hién twong tu cia BPMK va virus
bao gom tén thuong dang ludi hodc ludi ndt trén X-quang nguc; dang kinh m& hoidc day vach gian tiéu
thily hoic dang lugi manh trén CT nguc. Bai trinh bay ndy sé goi y cach tiép can dé phan biét bat thuong
trén hinh anh hoc gitta BPMK va virus. Ching t6i ciing nhan manh cach xt tri mot s6 bat thuong trén
hinh anh hoc do BPMK va virus.

INTERSTITIAL LUNG DISEASE OR INTERSTITIAL ABNORMALITIES DUE TO
VIRUS? AN APPROACH TO DIAGNOSIS AND MANAGEMENT

NGUYEN VAN THO

Interstitial lung disease (ILD) is a group consisting of 200 different diseases characterized by diffuse lung
parenchymal abnormalities. Interstitial lung disease can be divided into 4 subgroups: with known causes,
idiopathic interstitial pneumonia, granuloma and other causes. ILD is a chronic disease, excluding
infectious and malignant causes. Abnormalities on thoracic imaging of ILD sometimes mimic those of
infetious diseases, especially interstitial abnormalities due to virus. The similar abnormalities of both ILD
and virus include reticular or reticulonodular opacities on chest x-ray; ground-glass opacities or
interlobular septal thicknening or fine reticular pattern on chest CT. This presentation will suggest an
approach to differentiate abnormalities on thoracic imaging between ILD and virus. We also highlight the

management of abnormalities on thoracic imaging due to ILD or virus.

1 Tién si, béc si: Truéng B6 mdn Lao va Bénh Phéi, Pai Hoc Y Duoc TP.HCM; thonguyen0225@ump.edu.vn; 090
8215262



SU’ DUNG KHANG SINH HOP LY TRONG VIEM HO HAP TREN O’ TRE EM

TS BS TRAN ANH TUAN

Viém ho hép trén (VHHT) la bénh ly rat thuong gip ¢ tré em. Véan dé s dung khang sinh (KS) trong
VHHT ¢ tré em van ludn la van d€ ban cai hién nay vi tuy hon 90% la do virus nhung chi dinh KS trong
VHHT tré em van rat pho bién. Chi dinh KS khong can thiét ndy chinh 1a nguyén nhan chinh yéu cua dé
khang KS.

Céc 1y do thudng duoc néu ra dé bién ho cho chi dinh KS khong phu hop nay la chan doan khéng chic
chan, ap luc van hoa — xa hoi — kinh té, thuc hanh 1am sang khong ding va ky vong cua cha me bénh
nhi. Van dé nay Xy ra nang né nhét tai cic nudc c6 thu nhap trung binh va thap, noi ma ngudn luc chan
doan con han ché.

Viéc thuong xuyén xem xét lai cac khuyén céo va huéng dan diéu trj VHHT & tré em 1a rét cén thiét
nham dinh huéng va st dung KS hop 1y. Viéc dao tao y khoa lién tyc cing nhu nhiing cd ging trong
thay d6i hanh vi ciia thiy thudc va than nhan bénh nhi 13 rat can thiét dé cai thién tinh hinh.

Do vy, bai tong quan ndy chu yéu trinh bay cach str dung KS hop 1y nhét trong cac trudng hop VHHT
thuong gép & tré em (cam lanh, viém miii hong, viém hong, viém tai gilra cap, viém xoang cap) dua trén
y hoc ching cé va céac khuyén céo hién hanh.

Abstract: APPROPRIATE USE OF ANTIBIOTICS FOR UPPER RESPIRATORY
TRACT INFECTIONS IN CHILDREN

TRAN ANH TUAN
Upper respiratory tract infections (URTIS) are very common in children.

Antibiotic use in childhood URT]Is remains contentious since more than 90% of the infections are of
viral aetiology. Prescription of antibiotics for URTIs is very common practice in paediatrics.
Unnecessary prescription of antibiotics for URTIs is the main driver for the development of antibiotic
resistance.

The reasons cited for prescribing antibiotics include diagnostic uncertainty, socio-cultural and economic
pressures, concern over malpractice litigation and parental expectations of an antibiotic. This problem is
most severe in low-income and middle-income countries, where physicians have few resources for
investigations and diagnosis of bacterial infections.

Periodic revisions on guidelines and recommendations for treatment of the upper acute infections are
necessary to orient rationale and appropriate use of antibiotics. Continuous medical education and
changes in physicians' and patients' behavior are required to improve this difficult situations.



This review will mainly focus on the best use of antibiotics for for the treatment of upper respiratory
tract infections in children (common cold, rhinopharyngitis, pharyngitis, acute otitis media, acute
sinusitis) rely on evidence-based medicine and current recommendations.

Key words: antibiotics, upper respiratory tract infections, children
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KHANG SINH DIEU TRI VIEM PHOI CONG PONG O TRE EM

PHAN HOU NGUYET DIEM(*)

Viém phdi cong ddng duogc dinh nghia nhu 13 chung viém phdi 6 tré em bi nhiém bénh tir bén ngoai
cong ddng (ngoai bénh vién), hoac 48 gio dau tién nam vién . Viém phdi 1a nguyén nhan gay tir vong tré
em nhiéu nhat trén thé giéi , bénh nay giét chét tré em nhiéu hon AIDS, sét rét va lao cong lai. WHO udc
tinh hang nam c6 khoang 15 triéu tré dudi 5 tudi tir vong trén toan thé gioi, trong d6 viém phdi la nguyén
nhan chinh (vai 5 trigu tré mdi nam), chiém 19% trong tat ca cac nguyén nhan.

Chén doan viém phdi & tré em va mtc d6 nang cua bénh chu yéu dya vao biéu hién cua cac triéu
churng va cac hoi chung 1am sang ban dau.

Chup X quang phdi va thuc hién céc xét nghiém dé hd trg cho viéc chan doan va cho phép xac dinh
cac tac nhan gay bénh

Piéu tri viém phdi cong dong tré em cha yéu dua theo kinh nghiém; tic nhan gay bénh theo lta tudi.
Khi bat dau lya chon khang sinh can can nhic : viém phéi dién hinh hay viém phéi khong dién hinh; viém
phdi 6 bién ching, viém phdi nang, viém phdi can nam san séc dac biét, viém phdi trén tré c6 co dia suy
giam mién dich, viém phéi c6 bénh 1y di kém dic biét 1a trao nguoc da day thuc quan dé tir 46 quyét dinh
dung khéang sinh thich hop giam bién chung, giam thoi gian nam vién va giam ty 1 tr vong.

ANTIBIOTICS FOR COMMUNITY-ACQUIRED PNEUMONIA IN CHILDREN

PHAN HUU NGUYET DIEM

Community-acquired pneumonia is defined as pneumonia in children infected from outside the
community (outside the hospital), or the first 48 hours of hospital stay. Pneumonia is the world's leading
cause of child death, killing more children than AIDS, malaria and tuberculosis combined. WHO estimates
that around 15 million children under the age of 5 die every year worldwide, of which pneumonia is the
main cause (with 5 million children each year), accounting for 19% of all causes.

The diagnosis of pneumonia in children and the severity of the disease is mainly based on the
presentation of symptoms and the initial clinical syndrome.

Chest X-ray and laboratory tests to aid in the diagnosis and to allow identification of the causative agent

Treatment of community-acquired pneumonia in children is mainly based on experience;
pathogens by age. When starting to choose antibiotics we should consider: typical pneumonia or atypical
pneumonia; complicated pneumonia, severe pneumonia, pneumonia requiring intensive care, pneumonia
in children with immunodeficiency, pneumonia with accompanying diseases, especially gastroesophageal
reflux, from which deciding on appropriate antibiotic use reduces complications, reduces length of
hospital stay and reduces mortality.

(*), PGS TS BS . Bo mén Nhi - PHYD TPHCM



PIEU TRI VIEM PHOI BENH VIEN O’ TRE EM

PGS. TS. BS PHUNG NGUYEN THE NGUYEN
Tém tat

Viém phdi bénh vién (VPBV) 1 loai nhidm tring bénh vién thuong gap nhit & tré em hién nay. VPBV
la viém phdi bénh vién khai phat sau 48 gid nhap vién.

Téc nhan gay VPBV & Viét Nam da phan 1a vi khuan va ciing da s6 12 vi khuan gram am, cha yéu 1
E Coli, K Pneumonia, Acinetobacter spp va Pseudomonas spp . Cac vi khuan c6 ty 1¢ khang véi céc khang
sinh hién dung rét cao. Cac yéu té nguy co cho viém phdi bénh vién bao gdm thé may, thd may kéo dai,
rbi loan tri giac, liét, hit dich vi, bat thuong cau trdc phoi, bénh tim bam sinh c6 ting shunt, ding thudc
khéng tiét acid da day, suy giam mién dich do thudc hay bénh, suy dinh dudng, bénh man tinh, catheter
trung tam hay dung khéang sinh phdi rong.

Ty Ié tir vong cao, nhat 12 khi tho may. Do vay dung khang sinh thich hop la can thiét. Co mot sé thay
dbi hién nay do tinh hinh khang thudc gia ting. Str dung khang sinh ban dau thich hop gilp cai thién tién
lwong. Khang sinh dung tiy theo nguy co nhidm MRSA, tinh hinh khang khang sinh tai don vi diéu tri.
Viéc xac dinh duoc gen khang thudc gidp cho lya chon khang sinh thém chinh xéac va ciing can trién khai
& cac bénh vién nhi, nham tang hiéu qua cua diéu tri va giam nguy co khang thudc.

HOSPITAL-ACQUIRED PNEUMONIA TREATMENT IN CHILDREN

PHUNG NGUYEN THE NGUYEN
Abstract

Hospital-acquired pneumonia (HAP) or nosocomial pneumonia is the most common nosocomial
infection in children nowadays. HAP is defined as pneumonia occur 48 hours or more after admission.

Etiologies causing HAP in Vietnam are mostly bacteria and also mostly gram-negative bacteria,
mainly E.coli, K.pneumonia, Acinetobacter spp and Pseudomonas spp. The bacteria are high resistant to
the antibiotics currently used. Risk factors for HAP include prolonged mechanical ventilation, paralysis,
aspiration, pulmonary structure abnormalities, congenital heart diseases with increased shunt, antacids
use, drugs or disease-induced immunodeficiency, malnutrition, chronic diseases, central venous catheter
or broad-spectrum antibiotics use.

Mortality is high, especially in mechanical ventilation patients. Therefore, the appropriate antibiotics
administration is necessary. There are some changes due to the rise of resistance. Using the initial
antibiotic appropriately improves prognosis. Use of antibiotics depends on the risk of MRSA infection
and the situation of antibiotic resistance in the treatment unit. The identification of drug resistance genes
helps to select antibiotics more accurately and needs to be deployed in pediatric hospital in order to
increase the effectiveness of treatment and reduce the risk of antibiotic resistance.

(*) PGS TS BS . BM Nhi - Dai Hoc ¥ Duoc Tp. HCM



HE MIEN DICH CUA CO’ THE: DAP U'NG TRU'O'C NHIEM VI SINH VAT, AP
DUNG TRONG DPIEU TRI VA DU’ PHONG

DINH XUAN ANH TUAN (*)

Hé thdng mién dich cua ching ta duoc xay dung tir mot mang ludi phic tap gom céac té bao, mé, co quan
va nhiéu cac phan tir chat trung gian gitip co thé chéng lai nhiém triing va céc bénh khéc, bao gébm ca ung
thu. Mang lu6i ndy phat hién va phan tng véi nhiéu loai vi sinh vat song, tir vi rat dén giun ky sinh, ciing
nhu cac khdi u ac tinh, phan biét ching voi md khoe manh cia chinh co thé sinh vat. C6 hai phan nhanh
chinh cua hé théng mién dich. Hé théng mién dich bam sinh cung cap phan tng dugc thiét 1ap sén ddi voi
cac nhém kich thich chung. Hé théng mién dich thich tng cung cap phan tng ph hop véi loai kich thich
chuyén biét biang cach hoc cach nhan ra cac phan tir da gap phai trude d6. Pap tng mién dich khang vi
rdt n6i chung cd thé duoc chia thanh giai doan sém, khong dic hiéu (thuong 12 5 dén 7 ngay dau tién caa
nhiém trung) lién quan dén cac co ché mién dich bam sinh, tiép theo 1a giai doan sau d6, dac hiéu voi
khang nguyén lién quan dén mién dich thich ¢mg bai té bao lympho T va B. Giai doan dau rat quan trong,
Vi tac nhan 13y nhiém c6 thé duoc ngin chin thanh cong hoac lan truyén khap vat chu. Sau khi nhan biét
mam bénh (chii yéu bai té bao tua gai), cc hda chat trung gian nhu IFN, cytokine, chemokine va protein
hoat dong bé mat 1a can thiét cho viéc béo hiéu trang thai khang virus trong té bao, déng thoi kich hoat va
thu hat cac té bao mién dich khac nhu bach cau trung tinh, dai thuc bao va té bao NK t6 chac mot phan
g khang vi-rt hiéu qua tai vi tri nhiém trang. Sy cam Gng cua cac co ché mién dich bam sinh khéng
dic hiéu véi mam bénh ma phu thudc vao sy tuong tac giita cac yéu té gay bénh va céc yéu tb sin cé cua
té bao chu. Muc dich ciia phan tng bam sinh sém nay 1a loai bé mam bénh hoc tranh lan tran mam bénh
cho dén khi dat dugc su loai bo théng qua phan @ng mién dich thich ¢ng. Hé thong mién dich bam sinh
gitip hinh thanh va diéu chinh phan tng mién dich bang cach thac day hoic @c ché cac co ché tac dong
dong thac phan tng cu thé. Cac rbi loan mién dich bao gdm céc bénh suy giam mién dich, vi du nhu AIDS,
phét sinh do su suy giam mot s6 thanh phan caa phan tng mién dich. Cac loai rdi loan mién dich khac,
chang han nhu di tng va bénh ly tw mién dich, dugc gay ra khi co thé phat sinh phan @ng khéng thich hop
VGi mot s6 chat — ngay ca chat binh thudng vo hai dugc tim thiy trong méi truong, trong truong hop di
tng hodc véi mot thanh phan cua co thé, trong trudng hop mic céc bénh ty mién.

IMMUNE RESPONSES TO MICROORGANISMS: BASIC CONSIDERATIONS AND
CLINICAL IMPLICATIONS

DINH XUAN ANH TUAN

Our immune system is built from a complex network of cells, tissues, organs, and numerous molecular
mediators that helps the body fight infections and other diseases, including cancer. It detects and responds
to a wide variety of living microorganisms, from viruses to parasitic worms, as well as malignant tumor
cells, distinguishing them from the organism's own healthy tissue. There are two major subsystems of the
immune system. The innate immune system provides a preconfigured response to broad groups of generic
stimuli. The adaptive immune system provides a tailored response to each stimulus by learning to
recognize molecules it has previously encountered. The antiviral immune response generally can be



divided into an early, nonspecific phase (typically the first 5 to 7 days of infection) involving innate
immune mechanisms, followed by a later, antigen-specific phase involving adaptive immunity by T and
B lymphocytes. The early phase is critical, because infection may be either successfully contained or
disseminated throughout the host. After recognition of pathogens (principally by dendritic cells),
mediators such as IFNs, cytokines, chemokines, and surfactant proteins are necessary in signaling the
antiviral state within the cell and activating and attracting other immune cells such as neutrophils,
macrophages, and NK cells to orchestrate an effective antiviral response at the site of infection. The
induction of the innate immune mechanisms is not pathogen-specific but depends on interactions between
pathogenic factors and host cell determinants. The aim of this early innate response is to either eliminate
the pathogen or to avoid spread of the infection until elimination is achieved through the adaptive immune
response. The innate immune system serves to shape and regulate the developing immune response by
promoting or inhibiting development of specific downstream effector mechanisms. Disorders of immunity
include immune deficiency diseases, such as AIDS, that arise because of a diminution of some aspect of
the immune response. Other types of immune disorders, such as allergies and autoimmune disorders, are
caused when the body develops an inappropriate response to a substance—either to a normally harmless
foreign substance found in the environment, in the case of allergies, or to a component of the body, in the
case of autoimmune diseases.

(*) GS.TS.BS, Bénh Vién Trung Uong Cochin, Paris, anh-tuan.dinh-xuan@aphp.fr

Tai liéu tham khao :
1. Chaplin DD. Overview of the immune response. J Allergy Clin Immunol. 2010 Feb;125(2 Suppl 2):S3-
23. doi: 10.1016/j.jaci.2009.12.980.

2. Marshall JS, Warrington R, Watson W, Kim HL. An introduction to immunology and
immunopathology. An introduction to immunology and immunopathology. Allergy Asthma Clin
Immunol. 2018 Sep 12;14(Suppl 2):49. doi: 10.1186/s13223-018-0278-1.
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CHIEN LU'O'C QUOC GIA NHAM CAl THIEN BE KHANG KHANG SINH CUA CAC
TAC NHAN GAY VIEM PHOI

TRAN VAN NGOC (*)

Trong viém phdi cong dong , Streptococcus pneumoniae, Hemophilius influenzae va M. catarrhalis hién
van 1a vi khuan hang dau gay VPCD tai Viét Nam va thé gioi . Phé cau khang macrolide , bactrime ,
ciprofloxacine, tetracycline & muc rat cao . S. pneumoniae khang PCN G ( MIC > 8 mg/1 ) tai Viét nam la
1,6% . Xu hudng phé cau khang levofloxacin dang gia ting nhanh tir 0% nam 2010 dén khoang 27% nim
2018 ( nghién ctru da trung tim EACRI cta Hoi Phdi VN )

H.influenzae san xuét beta-lactamase dwoc phét hién trong 56% va gan tit ca M. catarrhalis . Khoang

30% H. influenzae khang vai azithromycin .

Dé khang khang sinh cuaa vi khuan gay viém phdi bénh vién va viém phai lién quan thd may ( VPBV-
VPTM) hién nay la cuc ky nghiém trong va ngay cang gia ting .VPBV va VPTM van con la nguyén nhan
tir vong quan trong mac du ¢6 nhiing tién b trong diéu tri khang sinh va nhitng bién phap diéu tri nang
dd tot hon .Ti 1é tir vong do VPBV khoang 33-50% , dac biét do K. pneumoniae , Pseudomonas aeruginosa

hay Acinetobacter baumannii khang carbapenem .

Tac nhan gay bénh thay doi tlly bénh vién , tic nhan thuong gap la tryc trung gram am hiéu khi nhu |
Klebsiella pneumoniae , Enterobacter sinh ESBL ( 45-62%) ; P. aeruginosa, Acinetobacter baumannii
da khang khang sinh ngay cang nghiém trong , ké ca nhiing khang sinh manh nhat hién nay ;
Staphylococcus aureus, dic biét MRSA véi MIC gia ting ( MIC > 1,5 mg/l ) dbi véi vancomycine ngay

cang gia ting tai Chau A gay rat nhiéu kho khin trong diéu tri mot minh vai vancomycin.

Do d6, can c6 mot chién lugc cap qudc gia va thdng nhét trong viéc quan ly st dung khéng sinh hop 1y ,
dac biét trong viém phoi cong dong va bénh vién nhu chuong trinh AMS can dugc nhan rong , cung cap
thudc khang sinh du chat luong , nang cao chit lwgng cac phong vi sinh cac bénh vién , duoc 1am sang ,

tang cudng hop tac qudc té , dao tao y khoa lién tuc tai cac dia phuong ...



SUMMARY : NATIONAL STRATEGY TO IMPROVE THE ANTIBIOTIC
RESISTANCE OF AGENTS CAUSING PNEUMONIA

TRAN VAN NGOC(*)

Streptococcus pneumoniae, Hemophilius influenzae and M. catarrhalis are still the leading causes of CAP
in Viét Nam and worldwide. Pnemococcus resistances to macrolide , cotrimoxazon , ciprofloxacine,
tetracycline in very high level and S.pneumoniae resistances to PNG ( MIC > 8 mg/1 ) in Viet nam about
1,6%. Levofloxacin resistant S.pneumoniae is increasing from 0% in 2010 to about 20% in 2018.(
multicenter study of VILA — EACRI 2018)

Betalactamase producing H.influenzae and M.catarrhalis were nearly 56% and 100% , respectively . 30%

of H.influenzae was resistant to azithromycine .

Antibiotic resistance of pathogens causing hospital - acquired pneumonia and ventilator asscociated
pneumonia was extremely high and rapidly increasing . HAP and VAP remain the important causes of
morbidity and mortality despite advances in antimicrobial therapy and better supportive care modalities .
Mortality of HAP is from 33 to 50% , especially pneumonia due to P.aeruginosa and A.baumannii .HAP
and VAP caused organisms changed from this hospital to others which usually are aerobic gram negativ
bacteria such as ESBL producing K.pneumoniae , Enterobacter ( 45-62% ). MDR P. aeruginosa,

Acinetobacter baumannii are increasing , even for broadest spectrum antibiotics.

MIC of vancomycine for MRSA higher than 1.5 mg/l is now very often in Asian countries and Vietnam

that causes treatment failure by vancomycine alone.

The national strategy , therefore , in managing the rational use of antibiotics is very necessary , especially
in community and hospital-acquired pneumonia as the AMS program needs to be replicated, providing
adequate quality antibiotics, improve the quality of microbiology departments of hospitals, clinical
pharmacy in hospitals , strengthen international cooperation, CME in many areas of the country.

(*): PGS, TS . Giang vién cao cap , Pho chi tich Hgi Phéi VN , cha tich Héi H6 hap TP HCM. BTDD :
0903742939 , chu tich HBYD BVCR . Email : tranvanngocdhyd5@gmail.com
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TOI VU CHE DO LIEU KHANG SINH TRONG DIEU TRI VIEM PHOI NANG DUA
TREN PK/PD

NGUYEN HOANG ANH(*)

Nhiém khuan bénh vién trong d6 c6 viém phdi do cac vi khuan da khang thudc (Acinetobacter baumanii,
Pseudomonas aeruginosa, Klebsiella pneumoniae khang carbapenem hay MRSA) hién dang tro thanh
thach thirc 16n trong thue hanh 1am sang, lam gia ting bénh suit va tir suat dic biét trén cac bénh nhan
nang. Do dic tinh khang thudc nén phac 6 khang sinh hién cé diéu tri cac loai nhidm khuan nay rat han
ché, chu yéu sir dung phdi hop carbapenem, colistin, fosfomycin, aminoglycoside, khang sinh chéng tu
cau (vancomycin, linezolid) tuy nhién ty Ié thanh c6ng 1am sang va vi sinh chua cao. Trong bi canh do,
viéc ap dung cac nguyén tic PK/PD trong lua chon va téi vu ché d6 liéu cua khéang sinh (bao gom ca cac
khéng sinh mai) bao gom can nhic liéu nap, wu tién st dung liéu cao, ché do liéu truyén lién tuc/kéo dai
hoic rat ngian khoang cach gitta cac lan dwa thude va theo dbi diéu tri théng qua nong do thudc trong mau
(TDM) la mét trong nhitng giai phap can duoc can nhic gitip ting hiéu qua diéu tri, giam thiéu doc tinh
va cai thién tién luong ctia bénh nhan. Bai trinh bay s€ tap hgp va cap nhat thdng tin vé dic tinh PK/PD
ctia cac nhom khang sinh quan trong va dé xuat cac khuyén céo vé lidu cd thé &p dung trong thuc hanh
diéu tri viém phoi.

PHARMACODYNAMIC AND PHARMACOKINETIC CONSIDERATIONS IN THE
TREATMENT OF SEVERE PNEUMONIA

NGUYEN HOANG ANH (*)

The rapid spread of severe pneumonia caused by carbapenem-resistant Enterobacteriaceae, Pseudomonas
aeruginosa, Acinetobacter baumannii and MSRA comprises one of the greatest challenges to clinicians,
associated with high morbidity and mortality, especially in critically ill patients. Due to the multi-drug
resistant nature of these infections only limited treatment options are available. Antimicrobials that have
been described for the treatment include carbapenems, polymyxins, fosfomycin, aminoglycosides and
anti-staphylococcal antibiotics (vancomycin, linezolid) are widely used in combination therapies with
suboptimal results. In this context, considering PK/PD principles (both for available and new
antimicrobials), susceptibility testing, local epidemiological data in antimicrobial selection and dosage
tailoring in empirical and directed therapy, considering of the loading dose, high dosage at initial
treatment, continuous/extended infusion, TDM) could help optimize clinical outcomes. This presentation
summarizes the relevance of PK/PD characteristics of different antibiotic classes on the development of
antibiotic resistance. Based on the available data, we propose dosing recommendations that can be adopted
in the clinical setting, to maximize therapeutic success and limit the emergence of resistance in severe
pneumonia.
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COLISTIN VA NHIEM TRUNG PHOI CAP TiNH DO VI KHUAN KHONG PHO
BIEN - KHANG THUOC

NGUYEN VAN THANH
CBG DHYD CAN THO

Céc chir viét tit co trong bai:

CBA: Colistin hogt tinh; CLSI: Vién chudn 1am sang va xét nghiém (My); CMS: Colistimethate sodium;
CR-: Khang carbapenem; CRE: Enterobacteriacea khang carbapenem; ESBL: Betalactamase phé réng;
HAP: Viém phéi bénh vién; VAP: Viém phéi the may; KPB-KT: Khéng phé bién-khang thusc; KPC:
Klebsiella pneumoniae carbapenemase; MDR: Pa khdng thuéc; XDR: Khang thusc phé réng; MRSA:
Tu cau khang methicillin (CA: MRSA céng dong, HA: MRSA bénh vién); PDR: Khéang thusc toan bg;
VAT: Viém khi quan tho may.

Tom tit

Thuc hanh 1am sang nhidm trang phdi bénh vién hay thé may thuong xuyén phai dbi dién véi vi khuan
khong pho bién va khang thudc. Viéc chan doan chinh xac tic nhan gay bénh bang xét nghiém vi tring
hoc khdng chi gitip cho diéu tri khang sinh hop ly ma con la co s danh gia mirc do khang thube cua vi
sinh méi truong bénh vién. Trong thuc hanh 1am sang, tiép can diéu tri nhiém trang phdi cap tinh do vi
khuan KPB-KT can theo 16 trinh xac dinh. Tinh hinh khang thudc gia tang 1a hau qua tat yéu cua thuc
hanh khang sinh khéng hop ly. Chiing ta con it lya chon khang sinh cho diéu tri vi khuan KPB-KT va do
vay tiép can st dung hop ly khang sinh 1a y&u cau rat buc thiét. Colistin 1a mot giai phéap lua chon trong
tinh hudng xt tri vi khuan KPB-KT da khang va tri liéu ndy rat can duoc chi dinh, sir dung hop ly. Trén
co s& tong quan tai liéu bai viét nay s& dé cap toi vi khuan gay bénh KPB-KT, chién luoc tiép can diéu tri
n6i chung va str dung Colistin trong nhiém tring phoi cap tinh.

COLISTIN AND ACUTE PULMONARY INFECTIONS DUE TO UNCOMMON -
MICROBIAL DRUG RESISTANT PATHOGENS

NGUYEN VAN THANH

Clinical practice of pulmonary hospital-acquired infection or ventilator acquired-infection frequently are
confronted with uncommon and drug-resistant (UC-DR) bacteria. The accurate diagnosis of pathogens by
microbiological tests not only helps in rational antibiotic treatment but also serves as the basis for assessing
the level of drug resistance of hospital environment microorganisms. In clinical practice, the approach to
treatment of acute lung infections caused by UC-DR bacteria needs to follow a defined route. The increase



in antibiotic resistance is an inevitable consequence of inappropriate antibiotic practice. We still have few
antibiotic options for the treatment of UC-DR bacteria and therefore, approaching the rational use of
antibiotics is a very urgent requirement. Colistin is a solution of choice in the management of multi-
resistant UC-DR bacteria and this therapy needs to be indicated and used appropriately. On the basis of
literature review, this article will discuss the pathogenic UC-DR bacteria, the general treatment approach
strategy and the use of Colistin in acute lung infection.

PAT VAN DE

Vi khuan gay nhiém triing phéi khong phé bién-khang thude (KPB-KT) 1a nhém cac vi khuan gay bénh it
gap, thuong gay bénh trong nhiém tring bénh vién, nhat Ia trén bénh nhan thé may (VAP). Vi khuan KPB-
KT d& khang tu nhién hoic thu duoc vai cac khang sinh thong thudng dugc chi dinh trong diéu tri nhiém
tring phéi do vay con duoc goi la vi khuan kho diéu trj (difficult-to-treat bacteria).

Sy gia ting cua cac vi khuan gay bénh da khang thudc nhu Acinetobacter baumannii, Pseudomonas
aeruginosa va Klebsiella pneumoniae dit ra mot théch thiic 16n cho cac bac si diéu tri. Ciing tir thyc té
nay, dang c6 sy quan tdm nhiéu hon t6i cac khang sinh méi phat trién hoic cac khang sinh cii it sir dung
con nhay cam tt véi cac tac nhan gay bénh ké trén. Trong bdi canh nay cé sy hdi sinh cia polymyxin,
mot loai khang sinh polypeptid mach vong, cation cii. Polymyxin B va polymyxin E (Colistin) la 2
polymyxin da dugc sir dung trong thuc hanh 1am sang. Hau hét viéc tai s dung polymyxin trong vai nim
qua déu lién quan dén Colistin. Cac polymyxin c6 hoat tinh chdng lai céc vi khuan Gram (-) chon loc, bao
gom céc vi khuan thugc chi (genus) Acinetobacter, Pseudomonas aeruginosa, Klebsiella va Enterobacter.
Trong qua khtr polymyxin dd dugc sir dung rong réi trén toan thé gisi trong nhiéu thap ky. Tuy nhién,
viéc sir dung cac loai thudc ndy bang duong tiém da gan nhu bi bo qua trong khoang hai thap nién do cac
bao céo vé doc than, than kinh phd bién va nghiém trong. Cac nghién ciru gan ddy trén nhirng bénh nhan
dugc diéu tri bang polymyxin tiém tinh mach ddi véi nhidm tring P. aeruginosa va A. baumannii nghiém
trong thudc nhiéu dang nhiém triung khac nhau, bao gom ca viém phéi, nhiém khuan huyét va nhidm tring
duong tiét niéu, da dua dén két luan khang sinh polymyxin cé hiéu qua chap nhan duoc va it doc tinh hon
dang ké so véi di duoc béo cdo trong cac nghién ciru trude d6 [1]. Trong nhiéu nam gan day, cac hoi nghi
khoa hoc trong nuéc va nhiéu tai liéu huéng dan da timg budc dé cap téi cac khang sinh sir dung trong
nhidm tring hé hap bénh vién va tha may. Trén nén tang nay, cac khang sinh cii va polymyxin ciing duoc
nhac téi nhu 1a chi dinh thudng quy d6i véi cac trudng hop nhidm tring hd hap cap tinh do vi khuan KPB-
KT trong thuc hanh bénh vién. Tuy nhién, cac béc sy thuc hanh con thiéu nhiéu théng tin tham khao, nhat
1a cac thong tin duoc 1y co ban, cac hudng dan thuc hanh cy thé. Thong tin vé dic tinh dugc ly ciia Colistin
con thiéu, dan dén kho khan trong viéc lra chon dung liéu lwong, khoang cach dung thube va duong ding
dé diéu tri, dic biét 1a & nhitng bénh nhan nguy kich. Viéc sir dung Colistin ngdy cang ting trong vai nim
qua doi hoi phai co cac huéng dan va phuong phap danh gia nhay cam chinh xéac, dang tin cay. Su Xuét
hién caa cac chang vi khuan khong nhay cam hoan toan (heteroresistant) do két qua caa don tri liéu
Colistin ciing dang 1a mot mdi quan tm ngay cang tang. Cac bac si lam sang & cac don vi cham soc bénh
nang va ICU c6 nhu ciu bat budc phai lya chon liéu phap phéi hop Colistin dé diéu tri cac truong hop
nhiém khuan da khang thudc. P c6 nhiéu bao céo nghién ctru xac dinh hiéu qua hiép ddng (synergy) khi
két hop thude. Tuy nhién con chua ¢ khuyén cao chuan hoa nao trén co s tham chiéu cac két qua nghién
ctiu tinh nhay cam khéang sinh dé giai thich cac két hop thube nay [2].



Bai viét tong quan tai liéu ndy s& dé cap téi vi khuan gay bénh KPB-KT, chién luoc tiép can diéu tri
n6i chung va str dung Colistin trong nhidm trung phoi cap tinh.

NHIEM TRUNG PHOI DO VI KHUAN KHONG PHO BIEN - KHANG THUOC VA COLISTIN

Khang thuéc va nhiém trung phéi cap tinh do vi khuan KPB-KT

Nhiéu dinh nghia khac nhau vé vi khuan da khang (MDR, multidrug resistance), khang thudc phd rong
(XDR, eXtensive drug resistance) va khang thudc toan bo (PDR, pan drug resistance) dang duoc sir dung
trong céc tai liéu y té dé mo ta cac mirc do dé khang khac nhau cua vi khuan gay bénh lién quan dén cham
s6c y té, nhét 1a trong viém phoi bénh vién, viém phdi tha méay. Mot nhém céc chuyén gia qudc té da cung
nhau théng qua mot sang kién chung cua Trung tam Phong va Kiém soat dich bénh Chau Au (ECDC) va
Trung tdm Phong va Kiém soét dich bénh My (CDC), dé tao ra mot thuat ngir qudc té tiéu chuan, mo ta
cac dang dé khang méc phai ¢ Staphylococcus aureus, Enterococcus spp., Enterobacteriaceae (trir
Salmonella va Shigella), Pseudomonas aeruginosa va Acinetobacter spp., 1a cac vi khuan thuong gay ra
c4c bénh nhidm trung lién quan dén cham soc y té va dé bi khang da thudc. MDR dugc dinh nghia 1a
khong nhay cam vaéi it nhat mot loai khang sinh cua tir ba nhém (category) khéng sinh tré 1én. XDR duoc
dinh nghia 1a khang véi it nhit mot loai khang sinh cua tat ca nhung van con 1-2 nhém khang sinh nhay
cam. PDR duoc dinh nghia 14 khong nhay cam véi tat ca cac loai khang sinh cua tat ca cac nhom khang
sinh. Nhu vy, cac dinh nghia trén chi c6 duoc khi chiing ta thuc hién thir nghiém nhay cam veéi tit ca cac
loai va nhém khéng sinh [3]. Hinh 1 va bang 1 mé ta mdi twong quan gitra cac thuat ngir khang thudc va
minh hoa khang thuc caa ba mau thir nghiém nhay cam khang sinh cua P. aeruginosa dugc dinh nghia
la MDR, XDR va PDR [3].

Khéng MDR

« Pa khang thudc (MDR, multidrug resistance)
« Khéng thudc phé réng (XDR, eXtensive drug resistance)
» Khéang thudc toan bd (PDR, Pan drug resistant)

Hinh 1. So d6 lién quan gitta cac khai niém khang thudc [3]



Bang 1. Minh hoa phan loai khang thubc cua P. aeruginosa [3]
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Hinh 2. Co ché tac dong cua khang sinh va co ché dé khang cua vi khuan

Céc loai khang sinh méi can dugc chi dinh trong nhiing truong hop ¢é phdi hop nhiéu co ché khang
thudc dong thoi. Khang khang sinh nhém carbapenem 1a mot sy kién mau chét trong qua trinh hinh thanh
vi khuan gay bénh XDR vi mot nhém khang sinh manh bj bat hoat s& tao ra dé khang vaéi tat ca cac khang
sinh betalactam bang co ché tao ra carbapenemase, hoat dong nhu mot betalactamase phé rong rong [4].
Trong trudng hop nay viéc diéu tri tré nén rat khé khan vi s& con rét it su lya chon khang sinh. Céac vi
khuan nhom Enterobacteriaceae, vai Klebsiella pneumoniae 1a dai dién, P. aeruginosa va A. baumannii
la nhitng vi khuan gay bénh phé bién nhit trong thuc hanh 1am sang tao ra duoc carbapenemases. Céc
beta-lactamase phd rong (extended spectrum betalactamase, ESBL), mac du khdng tao ra kha ning dé
khéng voi carbapenems nhung lai 12 nhitng yéu té gép phan quan trong tao nén dic diém dé khang vi
plasmid ma hoa ESBL va carbapenemase thudng xuyén la vat trung gian quyét dinh su dé khang déi véi
cac nhom khang sinh khac nhu aminoglycoside va fluoroquinolon. Cac bién d6i mang ngoai vi khuan va
dic biét 1a dot bién ¢ cac porin mang (protein trén mang té bao c6 ciu tric nhu kénh cho phép trao doi
chat qua mang té bao) c6 thé tao ra kha ning khang carbapenems ma khong dé khang vai cac beta-lactam
khac. Co ché bom day (efflux pump) tao ra kha niang chdng lai carbapenems ma khong can san xuat
carbapenemase va co ché ndy c6 thé anh huong dén nhiéu loai khéng sinh. Céac enzym bién doi
aminoglycoside tao ra kha nang chong lai nhom aminoglycoside. Thong thuong cac enzyme nay nam
trong cac yéu tb di truyén di dong clng vai cac co ché khang thudc khac. Cudi cing su dé khang voi
Colistin bang dot bién trén nhiém séc thé lan truyén qua co ché trung gian plasmid 1a mot méi de doa mai,
lan d4u tién duge xac dinh tir ho Enterobacteriaceae & Trung Quéc [5]. Tat ca cac nghién ciru déu nhan
dinh diéu tri khang sinh trudc d6 1a nguy co chinh dan t6i xut hién nhiém khuan khang thubc vé sau.

Tu cau khang methicillin (methicillin-resistant staphylococcus aureus, MRSA) 12 vi khuan gay bénh
khéng thudc co thé gap ngay ca trén cac truong hop nhidm khuan cong dong. Theo Hiép hoi cac bénh
truyén nhiém (IDSA) va Hiép hoi Long nguc My (ATS) nam 2016, sir dung khang sinh tinh mach trong
90 ngay trudc la yéu té nguy co cao cho nhiém MRSA [6].

P. aeruginosa |a tic nhan gay bénh phé bién trong viém phoi bénh vién, viém phéi tho may (HAP,
VAP) trén quy md toan cu va dang c6 xu hudng gia ting kiéu hinh MDR [7]. C6 bénh cu tric phdi, diéu
tri khang sinh trong 90 ngay trudc do6 1a cac yéu té nguy co nhidm chung vi khuan nay. Ciing can nhan
manh viéc sir dung fluoroquinolon trudce dé c6 lién quan doc 1ap véi su xuat hién cua P. aeruginosa khang
carbapenem véi ty suit chénh da hiéu chinh (OR) 14 4,64; khoang tin cay (CI) 95%, 1,64-13,14; p = 0,004
[8].

Va0 nhitng nam 1980, cac vi khuan gay bénh Gram (-) duong nhu déu con nhay cam véi cephalosporin,
carbapenems va fluoroquinolones. Enterobacteriaceae khang carbapenem (CRE) hau nhu khéng ton tai
cho dén nhitg nam 1990 [9]. Tuy nhién, thoi gian gan ddy nhém vi khuan nay da tré nén gia ting dé
khang bai nhiéu co ché va chi nhay cam véi Colistin, Fosfomycin va Tigecycline. Mot sb vi khuan tao
ESBL va carbapenemases khong chi 1a & nhitng ca don 1¢ ma di tro thanh dich, 12y lan qua cac quéc gia
va luc dia. Cc nghién ctru di cho thay viéc sir dung tir trude cac khang sinh cephalosporin thé hé tha ba
13 rang lam gia ting bénh nhan nhap vién do nhidm trung lién quan dén Enterobacteriaceae tao ra ESBL
hodc Enterobacteriaceae khang carbapenem (CRE) [10,11]. Su xuét hién cua CRE 1am ndi bat tam quan
trong cua tinh trang khang thudc khang sinh, tac dong rat xau tinh an toan cia hé thong chiam soc y té.
CRE la nguyén nhan gay nhiém trung kho diéu tri, thuong gay tir vong & bénh nhan nhap vién va day thuc



su 12 mot thach thirc 16n do carbapenems cho dén nay la loai khang sinh déng tin cdy nhat dé diéu tri
nhiém triing do Klebsiella, Escherichia coli va cac Enterobacteriaceae khac. Hon nita, CRE thudng cho
thay kha niang khang véi nhiéu loai khang sinh khac do d6 1am han ché cac lya chon diéu tri.

Acinetobacter baumannii la vi khuan gy bénh co hoi duoc biét dén véi ty 1é mac bénh va tir vong cao
trong cac bénh nhidm tring bénh vién, trong d6 c6 viém phdi bénh vién hozc tho may. Cac A. baumanniii
dugc ghi nhan 12 tac nhan gay bénh dau tién trong nhidm tring bénh vién khang carbapenem vao nam
1998 ¢ Tay Ban Nha [12]. Xu hudng gia tang ty 1€ khang khang sinh tir cAc chung A. baumannii phéan Iap
dugc da tro thanh mdi quan tdm Ién trong cac co so 1am sang (dic biét 1a ICU) & mot sé nuée chau A
trong thap ky qua [13-17]. Pén ndm 2017, T6 chic Y té Thé gisi da liét A. baumannii |1a vi khuan gay
bénh wu tién s6 1 trong nhiém tring bénh vién. Sy phd bién caa cac ca nhiém va bung phét A. baumannii
nhan manh nhu cau tryc tiép cua viéc st dung cac khang sinh hiéu qua dé diéu tri [18].

Céc béo céo sir dung dix lidu tir cac nghién ciru giam sat tai bénh vién ciing nhu tir Hiép hoi Bénh truyén
nhiém My (IDSA) da goi nhom cac vi khuan gay nhidm tring bénh vién 1a “ESKAPE”, bao gom:
Enterococcus faecium, Staphylococcus aureus, Klebsiella pneumoniae, Acinetobacter baumannii,
Pseudomonas aeruginosa va Enterobacter species [19,20]. Trong sé nay, K. pneumoniae l1a vi khuan, theo
B4o c4o toan cau nim 2014 cua T6 chic Y té Thé gigi (WHO) vé Giam sat tinh trang khang thuée, dugc
coi la mot trong ba loai gay nhiém tring hang dau ¢ ngudi, bao gom nhiém trang duong tiét niéu, viém
phdi, viem mang ndo, nhiém trung duong rudt va nhidm trang huyét. Trong viém phoi bénh vién do K.
pneumoniae, ty Ié tr vong c6 thé vuot qua 50% & nhiing bénh nhan dé bi ton thuong, ngay ca khi duoc
didu tri bang khang sinh ddy du [21,22]. O chau Au, gidm sat khang thudc khang sinh déi voi
fluoroquinolone, aminoglycoside, cephalosporin thé hé thir ba va khang carbapenem cho thdy hon mét
phan ba sé chung K. pneumoniae (37,2%) da khang véi it nhat mot trong cac loai khang sinh, voi kha
nang khang ty 1& dao dong tir 31,7% ddi véi cephalosporin thé hé thir ba dén 7,5% ddi véi carbapenems
[21]. Vi khuan nay cé cac enzym khang véi nhiéu loai khang sinh nhém betalactams [23]. Viéc sir dung
carbapenems qua mirc, dac biét 1a dé chong lai cac bénh nhidm tring do Enterobacteriaceae, da tao ra ap
lyc chon loc thuc ddy su xuat hién va gia ting su phd bién cua cac enzym khéac nhau c6 hoat tinh
carbapenemase [23,24]. Pé dbi pho voi ty & ngdy cang ting cua cac bénh nhiém khuan
Enterobacteriaceae sinh carbapenemase, ¢6 hai khuynh huéng st dung khang sinh: i) Khuynh huéng két
hop betalactam phd rong véi cac khang betalactamase (nhu Ceftazidime-avibatactam, Meropenem-
vaborbactam) va ii) Str dung cac khang sinh cii nhu Tigecycline, Fosfomycin, polymyxin. Cac lya chon
diéu trj cudi cung thuong 4p dung cho céc loai thude doc hon va khong duoc phd bién rong rii nhu Colistin
(polymyxin E), polymyxin B, Fosfomycin, Tigecycline va aminoglycoside (vi du: Gentamycin) [25,26].
Trong s6 nay, Colistin ngay cang duoc sir dung phé bién nhu maét loai thude cudi cung dé diéu tri cac
bénh nhiém triing phuc tap do Enterobacteriaceae MDR tao carbapenemase [27].

Colistin: khang sinh cii va chi dinh méi

Polymyxin 1a nhém khang sinh polypeptit cation, gdm c6 nam hop chat khac nhau (polymyxin A-E). Nam
1949, Colistin (polymyxin E) lan dau tién duoc Koyama Y. va cs. (Nhat Ban) phan lap tir Bacillus
polymyxa var. colistinus [28]. Chi c¢6 polymyxin E (Colistin) va polymyxin B da dugc st dung trong thuc
hanh 1am sang ké tir khi phat hién [29,30]. Kinh nghiém tir thuc té vé& Colistin c6 duoc nhiéu hon so véi
polymyxin B do dugc stir dung rong rai hon. Sau khi dugc gigi thiéu trong I1am sang, viéc sur dung Colistin
duong tiém da dan dan bi giam trén toan cau trong vong hai thap ky do cac doc tinh nghiém trong dugc
bao céo, trong khi viéc sir dung tai Nhat ban van tiép tuc [30-32]. Vi vy, thoi dai cua Colistin khi sir dung



duong tinh mach ¢6 thé duoc chia thanh ba giai doan: 1950—-1970: Diéu tri nhidm trang Gram (-); 1990
2000: Piéu tri vi khuan gay bénh Gram (-) MDR trong bénh xo nang; va tir nim 2000 tr¢ di: Diéu tri
nhiém tring bénh vién do vi khuan gay bénh Gram (-) MDR [33].

Trong céc tai liéu gan ddy, nhitng phét hién dang khich 1& vé viéc tai st dung Colistin dé diéu tri cac
bénh nhiém trang do vi khuin MDR nhu P. aeruginosa va A. baumannii da duoc Levin va cac dong
nghiép bao cao lan dau tién vao nam 1999 [34], tiép theo la cac bdo céo khéc khang dinh két qua thuan
lgi cuia viéc st dung khang sinh nay [35]. C6 hai dang bao ché colistin: Colistimethate sodium (CMS) sir
dung cho ca duong tiém va khi dung, va Colistin sulfat dwgc st dung bang duong udng va tai chd.
Colistimethate sodium (CMS) la tién chit cua Colistin. Colistimethat sodium it doc hon Colistin khi ding
duong tiém. Trong mdi truong nudc, Colistimethat sodium bj thity phan dé tao thanh mot hdn hop céac
dan xuét sulfomethyl héa mot phan va Colistin. Tri liéu CMS dang khi dung dang duoc sir dung véi hiéu
qua tbt trong viéc ngin ngira tinh trang xau di ¢ nhitng bénh nhan bi xo nang va nhidm tring man tinh.
Can phan biét can than hai loai Colistin nay va khong thay thé cho nhau khi st dung.

Hiéu qua diét khuan caa polymyxin nhd vao co ché tac dong trén mang té bao vi khuan. Cac phan tir
cation (tich dién duong) cua polymyxin B va Colistin canh tranh va thay thé cac ion Ca?* va Mg?*, 1a cac
ion 1am 6n dinh phan tir lipopolysaccharid ¢ ciu tric mang ngoai cua vi khuan Gram (-). Véi tac dong
nay cac polymyxin c6 kha ning lién két voi mang té bao dé tir ¢6 pha v tinh tham cia mang, 1am ro ri
cac thanh phan noi bao va cudi cing dan dén chét té bao. Cac polymyxin ciing ¢ hoat tinh chong doc t6
[36]. Khéng sinh polymyxin dugc hip thu kém qua duong tidu héa. Khi vao co thé colistin tap trung &
gan, than, co, tim va phdi nhung khong vuot qua hang rao méau ndo khi mang ndo khdng bj viém.
Polymyxin duoc bai tiét chi yéu qua than. Cac nghién ciru duoc dong hoc trong nhitng nim 1960 da
chang minh rang thoi gian béan thai trong huyét thanh cua cac thude nay trong khoang 6 gio & nhiting nguoi
6 chire nang than binh thuong nhung tang 1én 48 gio hoac hon ¢ nhirng bénh nhéan voé niéu [37,38]. Owen
va cs. [39] kiém tra duoc lec hoc in vitro cua Colistin d6i véi chiung A. baumannii trén 1am sang va da
phat hién Colistin c6 kha ning diét khuan nhanh phu thugc vao ndng do. Tuy nhién, Colistin thé hién hiéu
qua tac dong sau khang sinh (post antibiotic effect) khiém tén. Két qua nay cho thy liéu phap don tri liéu
vé6i dang Colistin dudng tiém va khoang thoi gian/liéu kéo dai (vi du 24 gio) c6 thé cd van dé trong diéu
tri nhidm trung do tinh khang Colistin that thuong (heteroresistant) caa A. baumannii.

Tir dau nhimg nam 2000, Colistin duong tiém tinh mach [40,41] va khi dung [42] ngay cang duoc St
dung nhiéu hon dé diéu tri viem phdi va viém khi quan lién quan dén thé may (VAP va VAT) do truc
khuan Gram (-) MDR gay ra. O thoi diém nay, tinh hinh khang thuéc XDR cua P. aeruginosa va A.
baumannii dang ngay cang trd nén nghiém trong va do vay CMS da duoc xem la khang sinh duy nhat dé
diéu tri cac trudong hop nhidm khuan ké trén [43,44]. C6 kha nhiéu nghién cau vé hiéu qua diéu tri cua
CMS khi dung trong VAP va VAT tir ndm 2005 t&i 2019. Ban dau thude dugc chi dinh véi lidu tir 1,2 —
4 triéu 1U/ngay. Sau 2015, cac nghién ciru khi dung da st dung liu rét cao, tir 9-15 triéu 1U/ngay. Sau
2018, liéu cao khi dung dd duoc Hiép hoi Vi sinh 1am sang va bénh truyén nhiém chau Au khuyén céo
dua trén mot phan tich gop tir 12 nghién cau véi ty 1€ thanh cong 1am sang va vi sinh la 70% [45]. Vao
nam 2015, hai phan tich gop trén 10 nghién ctru dugc thyc hién tir nam 2005 dén 2014 [46,47] cho rang
CMS khi dung va tinh mach 1a phuong phép diéu tri VAP va VAT gay ra boi truc khuan Gram (-) MDR
do c6 dap wng 1am sang va vi sinh tét hon va ty 18 tr vong lién quan dén nhidm tring thap hon so véi liéu
phap tiém tinh mach don thuan. Tuy nhién mot phan tich gop khac dugc cong bd vao nam 2018 [48] dua
trén 13 nghién ciru duoc thyc hién tir nam 2005 dén nam 2016 [49] dd khong xac nhan nhitng loi ich nay.



Ban chét hdi ciu cua cac nghién ctu, su khong dong nhat caa phuong phap nghién ctu, su thiéu téi uu
cua ky thuat khi dung va sy thay doi cua liéu lwong trong cac nghién ctru da 1am han ché hiéu luc cua cac
phan tich gop nay. C6 bang chirng 1am sang va thuc nghiém cho thay viéc khi dung CMS liéu cao c6 thé
la mot phuong phéap diéu tri hiéu qua déi véi truc khuan Gram (-) MDR trong VAP va VAT [50] mac di
khong rd lieu CMS khi dung liéu cao c6 hiéu qua twong dwong hay tot hon so vai diéu tri bang CMS tiém
tinh mach hozc cac chat wc ché cephalosporin/ betalactamase méi hay khéng [51,52]. Truc khuan duong
rugt Garm (-) tao carbapenaemase bét dau dugc ghi nhan vao khoang nhimg nim 1990 nhung ngay nay
d3 kha thudng gap & cac bénh vién cua nhiéu qudc gia. Cac vi khuan nhém nay hau nhu luén dé khang
VGi tit ca cac betalactam bao gdm ca carbapenems va nhiéu loai khéc. Tir vong trong cac truong hop do
nhidm tring tir vi khuan trén co thé toi 40% [53]. Trong trudng hop nhu vay, Colistin duoc khuyén céo
nhu 1 su lya chon b sung trong phac d6 diéu tri két hop véi carbapenem [54-56].

Trong mot thap ky qua da c6 nhiéu nghién ciru giup chiing ta d hiéu biét tot hon vé PK/PD khéng sinh
Colistin. Su hiéu biét nay gidp cho viéc st dung thudc hiéu qua hon, an toan hon. Trong tim nhin nhiéu
nam t6i, khi ma ching ta con chua c6 khang sinh méi thi Colistin van con Ia lya chon cudi cing hiru hiéu
d6i vai céc vi khuan siéu khang thude (“superbugs™) ké trén ma trong d6 sir dung thudc hop 1y trén phuong
dién PK/PD la rat can thiét. Hién nay dd c6 cac bao cdo dé khang polymyxin. Mot sb vi khuan nhu
Klebsiella pneumoniae, Pseudomonas aeruginosa va Acinetobacter baumannii, phat trién kha nang dé
khéng voi polymyxin (dugc goi 1a dé khang mic phai) trong khi cac vi khuan khac nhu Proteus spp.,
Serratia spp. va Burkholderia spp., c6 kha nang khang mot cach tu nhién ddi voi khang sinh nay. Co ché
dé khang cua cac vi khuan co ban 1a thay ddi cau tric lipopolysaccharid (LPS) trén mang té bao, ting
cuong kha nang bom day, hinh thanh vo (capsule), ting trinh dién protein OprH mang ngoai té bao [57].

TIEP CAN DIEU TRI NHIEM TRUNG PHOI CAP TiNH DO VI KHUAN KHONG PHO BIEN-
KHANG THUOC

Trong thuc hanh 1am sang nhiém tring phdi cap tinh, khang sinh dugc chi dinh ban dau thong thuong 1a
kinh nghiém. Tri liéu kinh nghiém hop Iy rat can phan tich cac yéu t c6 thé 1a nguy co nhiém vi khuan
KPB-KT. Céc yéu t phan tich nguy co trong trudng hop nay (thong thuong 1a viém phéi nang, viém phoi
bénh vién, viém phdi thé may) bao gom tién sir sir dung khang sinh trude d6 90 ngay (nhat 1a khang sinh
phd rong, tiém tinh mach), viém phoi bénh vién hay tho may xuat hién muon (sau 5 ngay), dic diém khang
thudc ctia méi trudng vi sinh tai co s bénh nhan dang diéu tri. Trong trudng hop bénh nang, ¢6 nguy co
nhidm khuan KPB-KT, mot phac do tri liéu khang sinh kinh nghiém phd rong bao vay duoc cac tac nhan
KPB-KT la can thiét va da duoc céc tai liu khuyén co [58-65]. G mot don vi diéu tri co ty 1 S. aureus
phan lap duoc khang methicillin (MRSA) > 20% thi can can nhic két hop diéu tri bao vay tac nhan nay
[58-60] (hinh 4).



Hinh 3. Hinh anh Pseudomonas aeruginosa véi cac
thay doi trong té bao sau khi s dung polymyxin B
(25 mg/mL trong 30 phat) va Colistin
methanesulfate (250 mg/mL trong 30 phat). A, té
bao chua dwoc xir ly; B, té bao duoc xu ly bing
polymyxin B; C, té bao dugc xir ly bang Colistin
methanesulfat; D, té bao duoc xir ly bang polymyxin
B (tir B) ¢ d6 phong dai cao hon [58]

Doripenem c6 ph in vitro tuong ty nhu Meropenem [67]. Tuy nhién, 1g Doripenem truyén TM trong
4 gio/mdi 8 gid trong 7 ngay khong duoc ching minh 13 ¢6 wu thé 1am sang rd rang hon trén két cyc tir
vong sau 28 ngay so voi phac @ 10 ngay Imipenem/cilastatin vai liéu 1000 mg/6 gio/ngay khi diéu tri
VAP khai phat mudn [68]. Ngoai ra, ddi véi nhitng bénh nhan méc bénh huyét hoc ¢c6 HAP hoic VAP,
lidu Doripenem 500 mg tiém tinh mach mdi 8 gid khong dugc chirng minh 12 ¢6 ty 1& séng cao hon so Vi
Meropenem (1000mg mdi 8 gio) [69]. Co quan Quan Iy Thuc pham va Dugc pham My (FDA) va Co quan
Thudc Chau Au (EMA) hién khong khuyén cao dung Doripenem dé diéu tri HAP va VAP [59,60].
Ceftobiprole, mot cephalosporin chéng MRSA dau tién c6 phd bao pha nhiéu vi khuan gay bénh trong
HAP, dugc chitng minh la c0 ty 1€ tir vong cao hon so voi Ceftazidime ¢ nhitng bénh nhan VAP [59].
Ngoai ra, Ceftaroline c6 céc dir liéu in vitro tuyét voi va hiéu qua 1am sang d6i véi cac chang S. aureus
khang methicillin cong ddng (CA-MRSA), di duoc chap thuan trong diéu tri viém phdi cong ddng vao
nam 2010 [70]. Tuy nhién, Ceftaroline khong dugc khuyén céo trong diéu tri S. aureus khang methicillin
bénh vién (HA-MRSA) do ndong do tic ché téi thiéu cao (MIC: 8 mg/L) [71].
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Hinh 4. Chién luoc tiép can diéu tri khang sinh HAP/VAP [66]

So véi vancomycin, telavancin cting dugc ching minh la cé ty I€ tir vong cao hon ¢ nhitng bénh nhan
MRSA-VAP ¢4 rdi loan chirc nang than dang ké (tirc 1a d6 thanh thai creatinin <30 mL/phut) [59]. Khong
c6 nghién ctru nao dé 1am sang to hiéu qua cua Tedizolid ddi voi MRSA HAP [59]. Céc loai thudc néu
trén hién khong duoc khuyén cdo trong diéu tri MRSA-HAP / VAP. Theo tai liéu hudng dan cua
IDSA/ATS cho HAP / VAP nam 2016 [59], dit lidu PK va PD ciing 1a nhing can nhic quan trong dé ké
don thudc khang sinh hiéu qua trong diéu tri cac tdc nhan nhdm truc khuan Garm (-) gay bénh dudng hd
hip MDR hoic XDR. Dudi ddy, bai viét tom tat dir liéu PK/PD cua cac loai khang sinh quan trong trong
phac db tri nhu 1a phuong an khang sinh cudi cing.

Mic du c6 ban chat kim khuan va nong do trong huyét thanh tuong d6i thap khi ding liéu tiéu chuan
(100 mg liéu tai sau d6 50 mg sau mdi 12 gid), Tigecycline van c6 hoat tinh in vitro véi hau hét CRE va
mot s6 CR- A. baumannii [72], va do d6 thuong duoc sir dung nhu méot khang sinh két hop (két hop véi
Meropenem va Colistin) trong diéu tri nhiéu bénh do truc khuan Gram (-) XDR, dic biét 1a vi khuan tao
ra carbapenemase [73]. Pang luu y, diéu tri bang Tigecycline véi lidu lugng 200 mg lidu tai va sau d6 100
mg/ mdi 12 gid cho thay ty 16 khoi bénh cao hon so v6i Imipenem / cilastatin (1 g/mdi 8 gi®) trén bénh
nhan HAP. Két qua nay duoc giai thich 12 do ty 1 dién tich dudi duong cong ndng d6 - thoi gian trong 24
gid (AUC 0-24) chia cho MIC (AUC 0-24 / MIC) véi cach tri liéu trén cao hon so cach tri liéu theo liéu
chuan [74] va ciing tao ra kha ning thudc xam nhap vao nhu md phéi bi bénh tét hon [75]. Hon nita, ché
do6 diéu tri lidu cao cua Tigecycline ciing duoc chizng minh 12 mang lai loi ich song con déng ké va co do
an toan thich hop trong diéu tri bénh nhan nhidm khuan huyét do CRE khong chay than nhan tao [76].
Mic di thdng sb PK tét hon do Tigecycline lidu cao dat dugc, khoang 1/4 (23,5%) bénh nhan duoc diéu
tri don tri liéu bang Tigecycline > 7 ngay dwoc béo cao la bi boi nhiém do P. aeruginosa [77]. Do do, dé
tranh boi nhim P. aeruginosa khoi phat muon, két hop mot khang sinh chong P. aeruginosa cing Véi
Tigecyclin c6 y nghia 1dm sang khi dung Tigecyclin [66].

Sy hdi sinh caa polymyxin B va Colistin (polymyxin E) trong khoang mét thap ky qua cung cap mot
su lya chon khac trong diéu tri chdng lai cac bénh nhidm tring truc khuan Gram (-) XDR quan trong. Liéu
lwong ti wru cuia Colistin TM da duoc dé xuét dé tdi da hoa hiéu qua chdng lai cac bénh nhidm trung lién
quan dén truc khuan Gram (-) XDR (v&i MIC Colistin > 1 mg/L) [78]. Ngoai ra, véi tri liéu khi dung,



danh gia PK & khoang thoi gian giira hai liéu khi dung colistimethat sodium (CMS) (véi liéu 2 triéu don
vi) cho thidy AUC cuia Colistin ¢ phdi cao (dao dong 18,9-73,1 pug h/mL) va nong do tdi da Colistin & phoi
cao (6,00 + 3,45 pg/mL) [79]. Tuy nhién, cé nhiéu khuyén céo khac nhau vé liéu tiém TM nho giot va khi
dung Colistin trong diéu tri cac bénh nhiém tring truc khuan Gram (-) khac nhau [66]. Diéu tri két hop
khi dung vai thudc TM theo céch khi dung 1 triéu IU/mdi 8 gior cho thay lam cai thién ty 1é khoi 1am sang
VAP do tryc khuan Gram  (-) nhay cam Colistin [77]. Mac du chua dugce dong thuan, ciing da co dé
xuit phac d6 khi dung liéu cao (4 triéu UI/mdi 8 gid). Tri liéu theo cach nay da dwoc ching minh 1a 1am
cai thién céc thong sé 1am sang, rat ngan thoi gian 1am sach truc khuan Gram (-) trong khi giam dugc
nguy co doc tinh trén than so vai sir dung TM (4,5 triéu Ul mdi 12 gio sau liéu tai 9 triéu UI) trong diéu
tri VAP do truc khuan Gram (-) MDR (chi yéu 12 P. aeruginosa va A. baumannii complex spp.) [80].

Fosfomycin ciing c6 phd tac dung in vitro rong va duoc chang minh 1a ¢6 ty 1é thude tham nhap rét tét
vao mo phdi bi nhidm trung [81,82]. Do d6, Fosfomycin ciing duge dé xuat nhu mot lya chon bé trg co
tiém ning két hop véi cac khang sinh khac trong diéu tri HAP/VAP do CRE va ca MDR- P. aeruginosa.

Hién nay, Ceftazidime-avibactam, mét loai khang sinh méi c6 phd vuot troi so véi cac carbapenem
trén truc khuan Gram (-) XDR d duoc FDA My va EMA chau Au phé duyét trong diéu tri HAP/VAP do
CRE va CR- P. aeruginosa [83-85]. Mic di ¢6 hiéu qua in vitro vai cac vi khuan phan lap dugc tir nhém
Enterobacteriaceae tao ESBL, KPC, AmpC betalactamase va dang OXA-48 nhung Ceftazidime-
avibactam t6 ra thiéu hoat tinh d6i véi cac vi khuan Gram (+), cac vi khuan nhém Enterobacteriaceae spp
tao ra metallo-p-lactamase va XDR- A. baumannii complex spp. [83]. Do vay, nén két hgp Ceftazidime-
avibactam vaéi cac khang sinh khac (vi du nhu Plazomicin, Fosfomycin, v.v.) [86] hoac cac khang sinh cé
hoat tinh trén MRSA dé dam bao viéc kiém soat VAP khang thubc hiéu qua.

Céc khang sinh mai khac Ceftolozane-tazobactam da dugc chung minh 1a ¢ hoat tinh in vitro tuyét
voi chdng lai XDR- P. aeruginosa phan lap duoc va dac tinh PK tot & phéi [87], nhung it hoat tinh in vitro
trén cac khuan tao ESBL, nhét 1a d6i véi K. pneumoniae [88]. Nam 2019, thudc nay ciing da duoc FDA
M¥ phé duyét cho diéu tri HAP/VVAP. Cefiderocol, mot siderophore (géc catechol, tao ion sit) chira chat
cephalosporin duoc bién d6i tir Ceftazidime, c6 dic tinh PK tét (ngoai trir trong khoang bung) ¢ nguoi va
do d6 1a mot khang sinh day hira hen trong diéu tri HAP/VAP do c6 tac dung trén nhiéu tryc khuan Gram
(-) XDR quan trong, bao gébm KPC va hau hét cac vi khuan khuan tao metallo-B-lactamase, CR- P.
aeruginosa va CR- A. baumannii [83,89]. Thudc mai nay di duoc FDA My phé duyét trong diéu tri nhidém
triing tiéu do tryc khuan Gram (-) XDR vao nam 2019 nhung chua duoc chap thuan dé diéu tri HAP/VAP.

Mic du Amikacin dang khi dung ban dau cho thay tac dung in vitro tuyét voi trén nhiéu truc khuan
Gram (-) MDR [90] nhung cac thir nghiém lam sang lai khdng ching minh dugc hiéu qua nay. Ngoai ra,
sir dung Amikacin dudng toan than (15-20 mg/kg x 1 lan/ngay) khong thé dat duoc cac thong s PK va
PD chap nhan dugc lién quan dén kha nang xam nhap cia thudc vao 16p dich 16t biéu mé va tiéu diét truc
khuan Gram (-) ¢ phoi [91]. Shio-Shin Jean va cs. nam 2020 di cho rang vi doc tinh trén than va dac tinh
PK thap trong md phdi nén viéc chi dinh Amikacin truyén TM khdng nén khuyén céo trong HAP/VAP
trir khi ¢ nhidm tring huyét phic tap hoic c6 nhidm tring tiéu déng thoi do truc khuan Gram (-) MDR
nhay cam in vitro véi Amikacin [66].

Bang 2. Khuyén cao phac dd va liéu khang sinh (néu tdc do thanh thai creatinin> 50 mL/phdt) cho bénh
nhan HAP/VAP do Acinetobacter baumannii va Enterobacteriaceae khang carbapenem [66].



Vi khuin Khang sinh khuyén céo

CR- hoic XDR-Acinetobacter | Ampicillin/sulbactam (0,5/1 g/lo): 3 g TM/ m&i 6 h (néu
baumannii complex xét nghiém con nhay va huyét dong on dinh)

Khi dung Colististimate sodium (2 triéu don vi/lo): 2 lo
/mdi 8 gio (néu xét nghiém con nhay va huyét dong on
dinh)

Cach khéc: Liéu cao (truyén TM), hoic Doripenem
(truyén TM), hodc Imipenem/cilastatin, két hop
sulbactam: 2,0 g TM/ 6 h, hoic thay thé Colistin (66,8
mg/lo): 2,5-5,0 mg/kg/ngay TM (chia 2-3 lan/ngay néu
chtrc nang than binh thuong.

+ Khi dung Colistimethate sodium (2 triéu don vi/lg): 1-
2 lo/mdi 12 h hoiac mai 8 h,

Hoic + Amikacin: 15-20 mg/kg TM/ 1 lan ngay néu c6
nhiém khuan mau, nhiém tring tiéu hoic xét nghiém con
nhay cam Amikacin.

Tigecycline: 50 mg TM/méi 12 h (sau khi 150-200 mg
licu tai) két hop véi khang sinh carbapenem khang
Pseudomonas (truyén TM néu can)

CR-Enterobacteriaceae spp. Bat ké tinh trang huyét dong va muac do ning —
Tigecycline: 50 mg truyén TM/mdi 12 h (sau liéu tai 150—
200 mg) két hop Meropenem: 2 truyén TM/ mdi 8 h, va
Colistin (66,8 mg/lo): 1 lo truyén TM / mdi 8 h, hoic 2 lo
truyén TM/ mdi 12 h sau liéu tai néu chirc ning thanh thai
than binh thuong (hoic thay thé bang truyén TM
Fosfomycin: 2 g/ mdi 6 h)

Ceftazidime-avibactam: 2.5 g truyén TM / mdi 8 h (diéu
tri KPC, hoac or CRE tao oxacillinase)

Phéc d6 két hop carbapenem (Ertapenem: 1 g truyén TM
1 lan/ngay két hop liéu cao Meropenem hoac Doripenem
[truyén TM) diéu tri KPC ma trén xét nghiém khéang
Colistin

VAI TRO PIEU TRI CUA COLISTIN VA AP DUNG THUC TE

Piéu trj bing colistin

Viéc diéu trj cac vi khuan da khang thudc dang 1a mot thach thirc 10n va ngay cang gia ting. Trong thuc
hanh, cac bac sy 1am sang dang phai két hop hai loai tham tri nhidu hon cac khang sinh dé hy vong c6
hiéu qua. Tinh hitu ich cia khang sinh nhém polymyxin da duoc ghi nhan rd rang ciing véi bang chang



vé it doc tinh trén than hon nhiing gi trudc ddy chung ta da nghi. Tuy nhién, tinh nhay cam ciaia polymyxin
duoc du doan 1a s& chi ton tai dwoc trong thoi gian ngén do viéc st dung khdng thich hop dan dén su phat
trién cua cac chung vi khuan gay bénh dé khang. Hiéu biét tét, sir dung diing 1a nguyén tic chung sé& gilp
kéo dai tudi tho khang sinh néi chung va cua polymyxin. P c¢6 cac bao cao vé dé khang colistin tir cac
chang vi khuan da khang thudc nhu Pseudomonas aeruginosa, Acinetobacter baumannii va Klebsiella
pneumoniae [92]. Phac do diéu tri bang Colistin thong thudng 1a phuong phap diéu tri cudi ciing, c6 tinh
quyét dinh nén can duoc chi dinh vai liéu téi wu. Sy hop Iy lidu khong chi gitip ting hiéu qua diéu tri ma
con lam giam nguy co xuét hién khéng thudc. Tuy nhién, viéc thiéu cac nghién ciru duoc dong (PK) va
duoc luc hoc (PD) thude ciing nhu khong c6 sy thdng nhat chung vé quy dinh don vi liéu da gay kho khan
cho viéc dua ra phac do dung thude tdi wu va hudng dan dang thude cu thé cho Colistin. O nhitng bénh
nhan nang c6 thé bi suy da co quan, suy than va tir d6 c6 thé lam thay dbi dugc dong hoc caa Colistin.
Lién quan dén doc tinh Colistin, hau hét cac nghién ctru cho thiy rang doc tinh trén than cé thé hdi phuc
Va it xdy ra hon nhu ngudi ta timg nghi, va doc tinh than kinh 1 rat hiém [92].

Trong thap ky qua, nhiéu nghién ctru da cong bd viéc st dung Colistin trong diéu tri nhiém tring phoi
& bénh nhan khong bi xo nang véi nhitng két qua trai nguoc nhau. Hau hét cac nghién ciru déu thyc hién
trén bénh nhan VAP do vi khuan MDR ngudi I6n & ICU, va loai hinh nghién ciru 1a don nhém khong so
sanh [93]. Thudc xam nhap tét vao gan, than, tim va co trong khi chi dat duoc ndng do thap ¢ xuong, dich
ndo tiry, nhu mé phdi va khoang mang phéi [93]. Cac nghién ciu vé PK/PD di c¢6 cho thdy nong d ti
da trong huyét thanh (Cmax) trung binh cua Colistin chi & ngay trén diém cat MIC (MIC breakpoint) ¢
trang thai on dinh. Diéu nay c6 thé dan dén dudi muc t6i wu ndng do thude du dé diét vi khuan ngay ca ¢
lidu 3,0 triéu don vi quéc té (1U), tire 12 240 mg natri colistimethat (CMS) tiém tinh mach (TM) mdi 8 gio.
V6i dic diém nong do thude trong nhu md phdi thap dudi mic téi wu 1am lo ngai khi sir dung Colistin
TM. Giai phap cho van d& nay 1a két hop diéu tri khang sinh, ma chi yéu voi carbapenem, da cho thay co
tac dung hiép dong. Gan day cac nghién ciru Colistin dang hit cling di ghi nhan ¢ trién vong trong diéu
tri nhidm trung phdi do truc khuan Gram (-) MDR. Bang chitng méi ciing cho thiy it doc tinh hon so0 Vi
cac bao céo trudc day.

Nam 2006, trén co so tong quan y vin, Matthew E. Falagas va cs. [94] cho rang Colistin va polymyxin
B tiém tinh mach c6 hiéu qua chap nhan duoc dé diéu tri bénh nhan nhiém khuan huyét, ciing nhu nhiém
tring hé thong va cac co quan khac nhau, bao gom viém phdi, nhidm khuan huyét, da va md mém, va
nhiém trung duong tiét niéu. Mac du dix liéu tir cAc nghién ctu gan diy da goi y rang doc tinh cua
polymyxin tiém tinh mach c6 I8 it hon so véi cac bao céo cii, nhung can than trong theo ddi chirc niang
than caa nhitng bénh nhan dung cac khang sinh nay. CAc tac gia cua tong quan két luan polymyxin tiém
tinh mach va khi dung nén dugc xem xét dé diéu tri nhitng bénh nhan ning véi cac bénh nhiém trang do
vi khuan Gram am da khang thudc [94].

Colistin tinh mach (TM)

Dugc dong colistin TM 14 twong d6i phuc tap. Sau khi tiém, CMS (dang tién chat Colistin) duoc dao thai
qua than va chi c6 20-25% thudc dang CMS dugc chuyén thanh Colistin [95]. Do d6, dé dat duoc dii ndng
d6 thubc dang hoat dong trong huyét trong thi lwong CMS can duoc truyén tinh mach cao hon khoang 5
lan [96]. Ngoai ra, toc do chuyén doi tir CMS sang colistin in vivo ciing khong giéng nhau. Néu mét truong
hop ¢6 tdc d6 chuyén dbi cham s& dan t6i ndng do thude khong da va 1am cham te do diét khuan cua
Colistin. Sau khi tiém liéu 150-225 mg/mdi 8 gio CMS (tuong dwong 5,1-7,6 triéu/ngay), ndng do dinh
huyét thanh (Cmax) ctia Colistin dat duoc chi 1a 1,15 — 5,14 pg/mL [97], dudi muc yéu cau ly tuong trong



nhu mé phdi va dich ndo tay [98,99]. B¢ thanh thai creatinine 1a yéu té quan trong véi tbc do thanh thai
cia CMS va Colistin. Ca CMS va Colistin déu dwoc thanh thai hiéu qua bang chay than nhan tao [100].
Do dic diém dugce dong nay cua Colistin, liéu CMS duoc khuyén céo kha khdng théng nhat. Trude 2015,
c6 su khong thdng nhat giira My va Chau Au. Liéu giéi han trén dugc khuyén cao cho ngudi 16n cua My
khi str dung don vi CMS la khoang 800mg / ngay [(twong duong 9 triéu don vi/ngay, 300 mg/ngay colistin
hoat tinh (Colistin based activity, CBA)], trong khi Chau Au dua ra khuyén cdo CMS Ia 480 mg/ngay cho
ngudi 16n (trong duong 5.4 tridu don vi/ngay, khoang 180 mg/ngay Colistin hoat tinh (CBA) [101]. Liéu
khuyén c&o cho san pham chau Au 12 rat thap va c6 thé dan dén that bai trong diéu tri. Nguoc lai, khuyén
céo ciia My néu bi hiéu sai khi cho 12 800 mg/ngay CBA sé& qué liéu thudc gay tir vong c6 thé xay ra (liéu
nay twong dwong v6i > 2000 mg/ngay CMS) [102]. Véi bat ky liéu nao, Colistin duoc tao ra trong khoang
thoi gian 2-3 ngay trude khi dat trang thai on dinh. Hién nay, liéu tai khuyén cao duoc tinh theo trong
luong co thé, sau d6 1a lidu duy tri dya trén tinh trang than ctua bénh nhan [100,103]. Ca Co quan Quan ly
Thuc pham va Duoc pham My (FDA) [104] va Co quan Thubc Chau Au (EMA) [105] déu di phé duyét
khuyén cdo ké don méi vao nam 2015. That khéng may, nham Ian van c6 thé phat sinh do ca hai tai liéu
d3 khong sir dung cung don vi quéc té cho san pham khuyén céo. Bang 3 trinh bay lidu luong khuyén cao
méi theo huéng dan san pham caa Chau Au [95]. Liéu CMS duogc xem nhu 13 “colistin hoat tinh” (“colistin
base activity”, CBA) & Bac, Nam My, Singapore, Malaysia, New Zealand va Australia, trong khi 13 “don
vi quéc té (“international units”, IU) & Chau Au, An Bo. Miligram CBA va U la thé hién hoat tinh diét
khuan trén in vitro ma khdng phan anh don vi khéi lugng. Su twong quan giira khdi luong tuyét ddi CMS
va IU hoac CBA nhu sau: Khoang 80mg CMS = 1 triéu IlU CMS = khoang 33,3 mg CBA [106].

Trong s6 ba loai vi khuan thuoc nhém truc khuan Gram (-) siéu khuan khang thuéc (superbug) can
diéu tri bang Colistin thi tim quan trong ciia A. baumannii 1a con nhiéu ban cai nhat. Trong thoi dai khang
thudc khang sinh, bat ct khi nao cé thé, chi nén giéi han diéu tri khang sinh khi can thiét. Tuy nhién, ciing
kho dé c6 thé phan biét duoc dau la khuan gay bénh dau 1a vi khuan quan cu (colonization). Pay la diéu
bai viét nay rat muén nhan manh dé céc thay thudc thuc hanh can rat than trong khi cam trén tay két qua
Xét nghiém vi tring hoc va&i bénh pham dam (+) véi vi khuan KPB-KT, nhét 12 A. baumannii. Nhin chung,
quyét dinh diéu tri khang sinh huéng téi nhimg truong hop nhiém khuan KPB-KT can dugc duya trén phan
tich nguy co va két qua ciy (+). N6i chung, can chi dinh Colistin khi cdy tir bénh pham sach (nhu mau,
dich mang phéi) duong tinh di kém véi triéu chizng nhidm tring méau hay bénh phéi. Bénh pham dugc lay
tir nhirng vi tri khdng vo tring can duoc giai thich can than dé tranh diéu tri khdng phu hop. Trong trudng
hop nay triéu chimg 1am sang twong thich két hop véi biomarker 1a nhitng théng tin can tham khao dé
xem xét [107].

Khéng con nghi ngd gi nita, viée dat duoc du ndng d6 thude trong huyét thanh sém 1a rat quan trong
dbi véi hoat dong diét khuan [108]. Véi nhan thuc viéc chuyén doi cham CMS thanh dang Colistin hoat
tinh, Garonzik va cs. [100] d& xuat mét liéu tai nén duoc chi dinh cho tat ca cac bénh nhan. Liéu duy tri
dugc khuyén cao tly theo chirc nang than va liéu phap loc méu thay thé than. EMA khuyén nghi liéu nap
9 triéu IU (khoang 300 mg CBA) cho bénh nhan nang [105]. Vién Tiéu chuan Lam sang va xét nghiém,
My (CLSI) chi ra ring CMS nén duoc tiém lidu tai va liu khuyén céo téi da dé diéu tri
Enterobacteriaceae, Pseudomonas aeruginosa va Acinetobacter [109]. Vi liéu khuyén cao méi nhit caa
FDA va EMA, Nation va cs. [110] nhan thay riang Colistin Css (ndng do Colistin trung binh dat dwoc &
trang thai on dinh) twong dbi thap ¢ nhitng bénh nhan c6 do thanh thai creatinin >80mL/phit. Cac tac gia
trong nghién ctru ndy thay su thay doi Colistin Css huyét twong trung binh giira céc bénh nhan rét rong



(1én dén xap xi 12 1an) trén tit ca bon nhdm chic nang than [110]. Nhin vao pham vi diéu tri hep cua
Colistin, can dinh lwong liéu ti wu trén tirng bénh nhan.

Nhu d3 trinh bay & trén, do dic tinh duoc dong, ndng do thude diéu tri & hau hét bénh khong dat dugc.
Tuy nhién, lai c6 mot nghich 1y 14 cang ting liéu CMS lai cang 1am gia ting nhanh xuat hién cac quan thé
A. baumannii khang thudc [111]. Diéu nay cho thay viéc can thiét phai két hop cac khang sinh khac voi
polymyxin dé diéu tri cac vi khuan Gram (-) siéu khang thuc. CLSI, My nam 2017 ciing khuyén nén két
hop khang sinh vai Colistin [109]. Mot phan tich gop vé két hop polymyxin-carbapenem in vitro cho thiy
ty 1& c6 tac dung hop luc (synergy) 1a 77% dbi véi A. baumannii, 44% dbi véi K. pneumoniae va 50% dbi
véi P. aeruginosa [112]. Tuong tac ¢6 tinh dbi khang giita polymyxin va carbapenem ciing duoc xac dinh
trong khoang 2-24% sé chung thir nghiém [112], nhét 1a voi cac ching khang carbapenem (nhung con
nhay cam véi polymyxin). Phdi hop polymyxin-carbapenem cé thé khdng phai 1a phac db tri liéu thich
hop @i voi K. pneumoniae khang carbapenem vi ty 1& hop luc chi quan sat thdy trong 22% céc truong
hop [112]. Ngoai carbapenem, cac khang sinh khac ciing da duoc thir nghiém két hop voi polymyxin dé
diéu tri vi khuan Gram (-) siéu khang thudc bao gém cefoperazone/sulbactam (ty 1¢ dat hiéu wng hop luc
la 4%), piperacillin/tazobactam (2%), tigecycline (12-29%), rifampicin (42%), quinolon (90% vai P.
aeruginosa), chloramphenicol (89% vai K. pneumoniae), vancomycin (67%) va daptomycin (53%) [113].
Trén mo hinh gay viém phdi thuc nghiém Lee va cs. da chung minh rang di véi cac ching K. pneumoniae
nhay cam, nhay cam khong dong nhét hay dé khang liéu phap két hop khang sinh dat duoc hiéu qua diét
khuan tét hon trong 24 gio so véi don trj liéu [114]. Nhiéu mé hinh nghién ctu thuc nghiém ciing da
chang minh két luan nay [115-117]. Tuy nhién, cac nghién ctru 1am sang trén ngudi do bi han ché vé cac
nguyén tic dao duc trong nghién ctiu y sinh nén hau hét 1a nghién ctu hdi cau, sé lugng bénh nhan nho,
khong c6 thong tin vé& duge dong, thiéu théng nhat vé phuong phap vi sinh [118]. Trong mdt phan tich
gop ndm 2017, Zusman va cs. [119] da so sanh giita polymyxin don tri liéu véi két hop diéu tri vi khuan
khéng carbapenem. CAc tac gia di ching minh don tri liéu polymyxin ¢6 lién quan dén ty Ié tir vong cao
hon so vai liéu phap phdi hop polymyxin / carbapenem. Céc tac gia ciing ghi nhan ty Ié tir vong cao hon
dang ké khi dung don tri liéu polymyxin so véi liéu phap phdi hop véi Tigecycline, aminoglycoside hoic
Fosfomycin dbi voi nhidm khuan khang carbapenem.

Bang 3. Liéu san pham Colistin methanesulphonat cia Chau Au phé duyét vao nim 2015 (Co quan Duoc
pham Chau Au, EMA) [95].

Tinh trang | Mic ~ thanh  thai | Lidu hang  ngay | Liéu colistin hoat tinh
bénh nhan creatinine than | dugc phé duyét (CBA) tuong duong
(mL/phat)
Khéng chay than | >50 9 trigu IU 300 mg
nhan tao 30- <50 55-7,5triéu IU 183-250 mg
10-<30 4,5-5,5 triéu 1U 150-183 mg
<10 3,5 triéu IU 117 mg
Chay than nhén tao | Ngay khéng chay than | 2,25 triéu 1U (2,2-2,3) | 75 mg
Ngay chay than 3 triéu 1U cho sau khi | 100 mg
chay than
Loc mau lién tuc Nhu bénh nhan chuc
(Lidu 3 lan/ngay) nang  than  binh




CVVHF/CVVHDF thuong: 9 triéu U
Tré em <40 kg 75.000-150.000
IU/kg/ chia thanh 3
liéu
> 40 kg Liéu nhu nguoi 16n

CVVHF/CVVHDEF: Continuous veno-venous hemodiafiltration/Continuous veno-venous high
flux dialysis

Khi dung khang sinh va Colistin khi dung (KD)
biéu trj khang sinh bang khi dung

Trong VAP, cac vi khuan gay bénh nhu Pseudomonas aeruginosa hoic Acinetobacter baumannii 1am
tang ty 1& tir vong mot cach rd rét [120]. Tiém tinh mach sém khéng sinh thich hop duoc coi 1a diéu kién
tién quyét dé diéu tri hiéu qua VAP va xéc dinh vi khuan gay bénh 1a cach duy nhat dé han ché diéu tri
khéng sinh khong hop ly [121]. Tuy nhién, sy xdm nhap vao phéi cua khang sinh duong tinh mach thuong
bi han ché. Mic du da dung khang sinh ban dau thich hop nhung that bai diéu tri khéng phai 1a khdng xay
ra. Diéu ndy c6 thé 1a nguyén nhan din dén ting lidu sir dung thude, ting nguy co nhiém doc toan than,
kéo dai thoi gian dung thudc va ting nguy co xuat hién khang thudc. Khang sinh khong dat duoc nong do
diét khuan thich hop tai vi tri nhidm tring, gia ting phoi nhiém khéng sinh tai cac co s cham soc y té 1a
cac yéu td nguy co quan trong ddi vai sy phét trién cua viém phdi lién quan dén thd may do cac sinh vat
khéng thudc. Liéu phap khang sinh khi dung dit ra hy vong tiém ning cai thién cac nhuoc diém trén khi
st dung khang sinh tinh mach. Qua duong tha, thudc c6 kha ning tiép can sau vao phéi, tac dong tryc trén
ton thuong va vi khuan quan cu véi nong do cao. Bén canh do, trj liéu khi dung sé giéi han dugc thudce
tac dung toan than va sé giam thiéu doc tinh.

Trén bénh nhan VAP, diéu tri khang sinh toan than I1a nguyén tic co ban. O nhitng bénh nhan bi viém
phoi lién quan dén thé may, sir dung khang sinh toan than 1a nén tang. Sir dung b6 sung khang sinh dang
khi dung véi khang sinh duong tinh mach trong ca nghién ciru thyc nghiém va l1am sang da cho thay c6
nhitng loi ich duoc ly sau: i) Khang sinh dang khi dung dén dugc nhu mé phéi bi nhiém tring ma khéng
phai qua hang rao mao mach-phé nang phéi; ii) Khang sinh dang khi dung lam ting hiéu qua chdong vi
khuan thong qua ting nong do khang sinh tai chd; va iii) Khang sinh dang khi dung lam giam doc tinh
toan than. Nhitng loi ich nay c6 thé dic biét hiru ich dé diéu tri viém phdi do cac vi khuan da khang thudc.
Tuy nhién, dir liéu 1am sang da c6 vé loi ich ciia khang sinh dang khi dung con han ché. Cac nghién ctu
cho dén nay van chua cho thay sy cai thién rd rang vé thoi gian rit noi khi quan, ty & tir vong hoac céac
két cuc khéc lay bénh nhan lam trung tdm. Hién tai Amikacin, Colistin va Ceftazidime la nhiing khang
sinh khi dung da duoc nghién ciru va sir dung thuong xuyén nhat. Tuy nhién, thuc hanh 1am sang hién tai
con chua dugc chuan hda bang céac dir liéu 1am sang du manh da lam han ché viéc ap dung rong réi ky
thuat nay [122].

Céc chi dinh chinh cho viéc sir dung khang sinh khi dung 1a diéu tri duy tri cho bénh nhan nhiém P.
aeruginosa man tinh va nam trong cac phac do diéu tri nham muc dich diét trir sém nhidm P. aeruginosa.
Liéu phap khang sinh khi dung hang ngay da duogc st dung rong rdi & Chau Au trong 25 nim qua va gan
day 1a & Bac My sau su ra doi ciia dung dich tobramycin dé hit (tobramycin solution inhaler, TSI). Thudc
khang sinh dugc dua truc tiép dén vi tri nhidm tring, t6i da héa hiéu qua va giam kha ning gay doc. Hiéu
qua cua liéu phdp khang sinh khi dung da duoc xac nhan bai cac phén tich gop dua trén cac nghién ctru



bao gém ca cac nghién ciru thir nghiém 1am sang ngau nhién c6 d6i chitng véi quy md 16n. Céc phan tich
nay da chi ra rang diéu tri bang khang sinh khi dung thuong xuyén gilp cai thién chirc ning ho hap, it
nhap vién, giam cac dot cip va giam dang ké sb lugng cac truong hop nhiém tring duong hé hap do P.
aeruginosa. Méi quan tdm vé viéc ting khang thudc cua vi khuan duong nhu chua c6 bat ky tac dong nao
vé mit 1am sang. DA c6 ghi nhan viéc 1am sach khuan thanh cdng nhiém P. aeruginosa sém véi Colistin
khi dung (két hop vai Ciprofloxacin uéng), Tobramycin va TSI [123].

Trong diéu tri cac dot nhiém tring hé hap cap tinh, khdng c6 loi thé rd rang dwoc ching minh trong
cac nghién ciru so sanh khéang sinh khi dung két hop véi tiém tinh mach so véi khang sinh tiém tinh mach
don thuan [124]. Trong mot phan tich gop véi tham chiéu 1a st dung khang sinh tiém tinh mach, bang
phan tich bt cap [125] cho thay bénh nhan duoc diéu tri biang khang sinh khi dung c6 ty 18 hoi phuc 1am
sang va Iam sach khuén cao hon déng ké (RR 1,21, CI 95% 1,09-1,34; P = 0,001) va (RR 1,42, Cl 95%
1,22-1,650; P <0,0001) theo thtr ty. Khdng c6 su khac biét co y nghia vé nguy co tir vong (RR 0,88, Cl
95% 0,74-1,04; P = 0,127) hoac doc tinh trén than (RR 1,00, CI 95% 0,72-1,39; P = 0,995). Phan tich
nay cho thay lgi ich phuc hdi 1am sang chi duoc thiy véi Tobramycin va Colistin khi dung (dac biét la
Tobramycin), va loi ich 1am sach khuan chi duoc thiy véi Colistin. Tobramycin khi dung ciing c6 lién
quan dén ty I8 tir vong thip hon dang ké khi so sanh véi Amikacin, Colistin khi dung va khéang sinh tiém
tinh mach. Viéc danh gia xac suat xép hang cho thay Tobramycin dang khi dung c6 kha ning 16n nhét c6
lgi cho viéc phuc hdi va tir vong trén 1am sang va Colistin dang khi dung cho thay loi ich tét nhat dé lam
sach khuan [125].

biéu tri Colistin bang khi dung

Trong thap ky qua Colistin da dwoc str dung rong réi trén toan thé gisi nhu 1a mot lya chon diéu tri bd
sung cho khang sinh tiém tinh mach thong thudng dé diéu tri viém phdi tho méy do vi khuan Gram (-) da
khang thudc. Céc nghién ciru gan day cho thay viéc sir dung khang sinh dang hit bén canh khang sinh toan
than mang lai két qua déng khich 1é lién quan dén doc tinh thap trong diéu tri VAP cha yéu do vi khuan
Gram (-) MDR. Mic du ly thuyét vé viéc sir dung khang sinh dang khi dung c6 vé dung dan va thuc té
dang c6 yéu cau cap bach nhung c6 rat it dir liéu san c6 tng ho viéc sir dung thudng quy phuong thic tri
liéu nay vi rét it thir nghiém 1am sang ngau nhién c6 d6i chung (RCT) kiém tra hiéu qua trén bénh nhan
VAP. Cho dén nay, phuong phép tri liéu nay chua duoc FDA My va Co quan Thudc Chau Au (EMA)
chéap thuan cho nhirng bénh nhan bi VAP [126]. Cac thong diép chinh tir y vin cho t6i nay da thdng nhat
nhu sau: i) Thudc khang sinh dang khi dung, dac biét 1a aminoglycosid da dugc st dung trong nhiéu nam
& bénh nhan xo nang hodc gidn phé quan. Trong thap ky qua, cac khang sinh khi dung chu yéu la
aminoglycosid va polymyxin, dic biét 1a Colistimethat natri (Colistin) dd dwogc str dung véi két qua dang
khich 1& & nhitng bénh nhan thé may dé phong ngira hoic diéu tri VAP do truc khuan Gram (-) MDR. ii)
Céc nghién ctru gan ddy cho thay cach tiép can nay c6 it doc tinh hon so vai tiém khéng sinh qua duong
tinh mach. iii) Viéc sir dung thuong quy khang sinh dang khi dung khéng thé duoc khuyén cao trong diéu
tri VAP néi chung, tuy nhién, ¢ nhitng bénh nhan bi bénh ning véi VAT/VAP do tryc khuan Gram  (-)
MDR trong d6 liéu phap diéu tri toan than khong thanh cong va/hoic c6 lo ngai vé doc tinh toan than, nén
can nhic lra chon khéang sinh khi dung.

Trén bénh nhan viém phdi do A. baumannii con nhay cam Colistin, Hee Kyoung Choi va cs. (nim
2014) [127] hdi ctu nhitng bénh nhan da duoc diéu tri khi dung va cho rang tri liéu nay cé thé dung nap,
an toan, va c6 thé co loi nhu mot liéu phép bé tro dé kiém soat bénh viém phéi do A. baumannii nhay
cam. Trong mot phan tich gop trén mot s6 lugng 16n bénh nhan (n=1435) thd may diéu tri bang khang



sinh khi dung [128] c4c tac gia két luan nhidm tring do vi khuan khang thuéc c6 thé c6 loi ich cao hon.
Khi dung, khéng dung dong thoi vai thude toan than, cé thé 1am giam doc tinh trén than nhung ciing co
thé lién quan dén nguy co bién chiing hd hp cao hon. Cac tac gia cua nghién ctru nay ciing nhan manh
can c6 cac nghién ciru dya trén quan thé bénh nhan nghién ciru ddng nhat va phuong phap khi dung thube
chuan hon dé danh gia chinh xéc loi ich cua tri liéu nay. Andrea L. H. Kwa va cs. (ndm 2005) [129] da
danh gia hiéu qua khi dung Colistin trén 21 bénh nhan viém phdi do Acinetobacter baumannii va
Pseudomonas aeruginosa da khang thudc cho thay tri liéu khi dung cho két qua 1am sang va lam sach
khuan 13 57,1% va 85,7%. Nam 2016, trong mot nghién ciu 1am sang thiét ké ngau nhién c6 ddi chung
(RCT) trén bénh nhan VAP ngudi I6n duoc chia thanh hai nhém diéu tri Colistin khi dung va Colistin TM
[130], céc tac gia két luan Colistin dang khi dung c6 vé c6 loi. N6 mang lai hiéu qua diéu tri khong thua
kém so véi Colistin duong tiém trong diéu tri truc khuan MDR véi doc tinh trén than thap hon, cai thién
t6t hon ty 1& PaO2 / FiO2, rdt ngin thoi gian sach vi khuan va cai may sém hon & bénh nhan diéu tri tai
ICU. Mot nghién ctru RCT khac [131] d4 so sanh khi dung Colistin va nudc 1am ching véi két cuc nghién
ctu 12 1am giam nguy co VAP cho thay khi dung thudc chua cho thay 1am giam ty 16 VAP nhung lam
giam nguy co VAP do tryc khuan Gram (-) va lam tang ty & song trén bénh nhan VAP & ICU.

Khi dung Colistin liéu cao

Nhu d3 trinh bay & trén, su chuyén d6i CMS thanh Colistin cham hon so voi do thanh thai qua than, viéc
tiém tinh mach c6 thé dan dén nong do Colistin trong huyét tuong va phdi thap, gay nguy co that bai diéu
tri. Day ciing 14 Iy do ma khi dung tri liéu dwoc d& xuat. Sau khi khi dung liéu cao, ndng do Colistin trong
mo phdi > gip 5 1an nong do wc ché tdi thiéu (MIC) cua truc khuan Gram (-) & nhiing ving ¢6 nhiéu 6
viém dang phé quan-phé viém va trong pham vi diém cit MIC (MIC breakpoint) & nhitng ving 6 viém
phdi dong dic [132]. So sénh hiéu qua diéu tri giita Colistin TM va khi dung trén VAP do Pseudomonas
aeruginosa da khang thudc va Acinetobacter baumannii, khi dung Colistin liéu cao (5 triéu 1U/8 gid) c6
hiéu qua dé diéu tri VAP do P. aeruginosa da khang thudc hoic A. baumannii. Hiéu qua diéu tri khi dung
khong thua kém cac betalactam tiém tinh mach két hop véi aminoglycosid hoic quinolon dé diéu tri VAP
do P. aeruginosa va A. baumannii nhay cam [133].

Sur dung khang sinh Colistin két hop khi dung va tiém tinh mach

MAi lién quan gitra tri liéu Colistin khi dung bé tro va két qua diéu tri ¢ nhitng bénh nhan bi viém phdi
nang do vi khuan Gram (-) khang carbapenem (CR-GNB) tai bénh vién da dugc xac dinh trong mot nghién
ctru doan hé hdi ctru, da trung tdm [134] gdm céc bénh nhan viém phéi bénh vién do CR-GNB (truc khuan
Gram am khéng carbapenem) nhay cam véi Colistin ¢ ICU. Bénh nhan dugc hdi ctu chia thanh hai nhém
c6 hay khong Colistin khi dung b sung cho it nhat mét loai khang sinh tiém tinh mach. C4c tac gia ghi
nhan Colistin khi dung bo trg c6 lién quan dén ty Ié that bai 1am sang ngay 14 thap hon nhung khong cho
thay ty 1& tar vong trong 14 ngay thap hon. Viéc két hop Colistin khi dung véi tinh mach trong diéu tri
VAP nhu 1 giai phap ting ndng do6 thudc tai phdi va giam thiéu doc tinh thude toan than, tuy nhién, viéc
sir dung thém Colistin dang khi dung dé diéu tri VAP con nhiéu tranh cdi. Trong mét nghién ctiu khac
[135] trén 78 bénh nhan VAP sit dung Colistin TM két hop vai khi dung so véi 43 bénh nhan diéu tri
Colistin TM don thuan cho thay tri liéu két hop c6 thé 1am sach vi khuan tét hon nhung khong lam giam
tr vong. Két qua cu thé nhidm tring khoi 1a 62/78 (79,5%) trén nhdm bénh nhan dugc diéu tri bang TM
cong vai Colistin khi dung so véi 26/43 (60,5%) trén nhém bénh nhan nhan dugc TM Colistin don thuan
(p= 0,025); Tir vong khi nhap vién do moi nguy@n nhan lan luot 1a 31/78 (39,7%) so véi 19/43 (44,2%)
(p= 0,63); Tir vong tai don vi chim soc dic biét do moi nguyén nhan (ICU) lan luot 12 28/78 (35,9%) so



Vv6i 17/43 (39,5%) (p= 0,92). Mot nghién ctru hoi ciru [136] trén 191 bénh nhan nhiam danh gia két qua
lam sang va tinh an toan cia Colistin tiém tinh mach (TM) sir dung véi liéu tai (loading dose, LD) va str
dung Colistin khi dung bé trg (KD) & nhitng bénh nhan HAP ning hoic VAP do vi khuan Gram (-) khang
carbapenem gay ra. Bénh nhan dugc chia thanh ba nhém: khong LD TM (bénh nhéan chi nhan colistin TM
ma khéng c6 LD), LD TM (bénh nhan chi nhan Colistin TM kém LD), va KD+LD (bénh nhan nhan
Colistin TM ¢6 LD va khi dung Colistin b trg). Két qua khdng cho thay c6 su khéc biét vé dap ung 1am
sang giira ba nhom. Tuy nhién, ty I lam sach khuan cao hon dang ké & nhém KD+LD (60%) so v&i nhém
khéng LD TM (31%) va LD TM (33%) (p=0,010). Bénh nhan dugc diéu trj bang Colistin KD b tro két
hop véi LD TM ¢6 ty Ié tr vong trong 30 ngay thap hon dang ké so véi bénh nhan dwoc diéu tri bang
Colistin TM don thuan (p=0,027). Sau khi hiéu chinh céc yéu t5 gay nhiéu tiém an, KD Colistin bd trg
van c6 lién quan déng ké véi ty Ié tir vong thap hon (OR hiéu chinh 0,338, CI 95% 0,132-0,864, p= 0,024).
Tuy nhién, doc tinh trén than khong thay ddi véi tri liéu st dung phac dd LD va dung KD colistin
(p=0,100). Céc t4c gia cua nghién ciru két luan KD colistin bd tro két hop vai colistin TM véi LD c¢6 lién
quan dén cai thién ty I¢ tir vong va két cuc vi sinh trong 30 ngay ma khong l1am ting doc tinh trén than &
nhitng bénh nhan nang voi HAP va VAP do vi khuan Gram (-) khang carbapenem. Do vay KD Colistin
b6 tro nén dugc coi 1a mot lua chon diéu tri trén nhém bénh nhan nay.

Céch sir dung Colistin va liéu

Mac di viéc str dung Colistin ngay cang ting trong thuc hanh 1am sang, liéu lugng va duong ding tdi wu
van chua duoc xac dinh [136]. Liéu lugng Colistin tiém tinh mach dugc khuyén cdo boi cac nha san xuét
& My 1a 2,5-5 mg/kg (31,250-62,500 1U/kg) mdi ngay, chia thanh 2-4 liéu bang nhau (1mg Colistin bang
12.500 IU). Liéu lugng nay &p dung cho bénh nhan ngudi 16n véi chie nang than binh thuong [137]. Liéu
lwong dugc khuyén céo bai cac nha san xuit & Anh 1a 4-6 mg / kg (50.000-75.000 1U/kg) mdi ngay, chia
3 lan cho nguoi 16n va tré em véi trong lugng co thé < 60 kg va 80-160 mg (1-2 tridu 1U)/ mdi 8 gio ddi
Vi nhitng nguoi 6 trong lwong co thé 12 >60 kg [138]. Tuy nhién, nhiéu tac gia da diéu tri bénh nhan voi
litu hang ngay Colistin tiém tinh mach cao hon, 1én dén 720mg (9 triéu IU) mdi ngay (chia 3 lan)
[139,140]. Mic du khdng cé phan tich gop hé théng nao duoc béo céo vé tac dong caa cac lidu luong khéc
nhau trén hiéu qua va doc tinh [141]. Can phai diéu chinh tong liéu hang ngay khi c6 suy than theo huéng
dan cua nha san xuat [137]. Khdng c6 sin dit liéu vé nhu cau, néu co, déi véi diéu chinh liéu luong ¢ bénh
nhan suy gan. DSi véi ngudi béo phi, liéu lugng nén dua trén trong luong co thé 1y tuong. Bén canh ché
d6 tiém tinh mach ngat quang, Colistin ciing c6 thé dugc sir dung bang céch truyén lién tuc trong 24 gio
[142]. Ngoai ra, Colistin c6 thé duoc sir dung tiém bap ¢ liéu twong tu nhu dugc khuyén céo dé tiém tinh
mach. Tuy nhién, tiém bap khong duoc sir dung phd bién trong thuc hanh 1am sang vi gay con dau dir doi
tai chd tiém. Khi Colistin duoc cung cip qua dudng khi dung, liéu lwong dwoc cac nha san xuat ¢ Anh
khuyén céo 1a 40mg (500.000 1U)/mdi 12 gio d6i voi bénh nhan <40kg va 80mg (1 triéu 1U) mdi 12 gio
dbi vai bénh nhan >40 kg. Di véi nhidm trung phoi tai phat, liéu luong Colistin khi dung cé thé ting 1én
160mg (2 triéu 1U)/mdi 8 gio [143]. Trén bénh nhan tha tu nhién, Colistin ¢6 thé duoc sir dung nhu sau:
80mg (1 triéu IU) Colistin duoc thém vao 4mL nudc mudi sinh ly va lac tir tir dé tron, va dung dich duoc
phun swong vé&i 8L/luu lwong oxy téi thiéu qua mat na. Pdi véi bénh nhan dang thd may, Colistin khi
dung c6 thé duoc duoc cung cp bai hau hét cac may tho [144]. Ngoai ra, thuong dbi véi bénh nhan bi xo
nang, Colistin dang hit cd thé duoc sir dung khi dung biang may khi nén hay siéu am [145, 146].

Dugc dong hoc caa CMS khi dung chua duoc hiéu day du, chii yéu 1a do kho danh gia nong do thude
trong mo k& phdi trong cac nghién ctru trén ngudi [147]. That vay, viéc ng noi soi bi nhiém ban bai chat



tiét phé quan trong qua trinh tha thuat 1am sai léch viéc giai thich nong d6 thudce trong I6p dich tiét biéu
mo6 phé quan sau qué trinh phun suwong khang sinh [148, 149], dan dén danh gia qua cao ndng do6 dich
khoang k& [150, 151]. Cac nghién ctru trén dong vat thuc nghiém chimg minh rang ndng do Colistin cao
trong mé phdi ngoai vi dudi dudi mang phdi khi chét sau khi khi dung CMS 100.000/kg x 2/24 gio &
nhitng con heo dugc thé may bi viém phéi do vi khuan Pseudomonas aeruginosa [152]. Nong do Colistin
ddng nhat ¢ phoi phu thudc vao ca mic d6 nghiém trong ciia mat thdng khi va mic do ton thuong mo
hoc. Nong d6 Colistin phéi thip hon ¢ khu vuc ¢6 ton thwong mé hoc viém phoi nang hon. Nong do
Colistin 16n hon nam 1an ndng @6 tc ché ti thiéu chi c6 duoc ¢ nhitng ving phdi c6 mirc do viém vira
phai va kha ning thong khi phoi con duge duy tri twong dbi, trong khi & nhitng ving bi viém déng dic,
ndng d6 Colistin chi nam trong khoang nong d6 tic ché tdi thiéu. Nong do thude khi dung dat dwoc cao
trong nhu mé phdi, diéu nay co thé bi danh gia thap do hiéu tng pha lodng cua cac té bao phdi va mach
mau, tao ra hiéu qua tét trong viéc tiéu diét vi khuan nhanh chéng va manh mé [152]. Phun swong liéu cao
CMS dan dén ndng d6 Colistin md phéi cao trong Gng vai ndng do Colistin huyét tuong thap (<2 pg/mL)
goi y su khuéch tan han ché cua thudc vao tuan hoan hé théng [147]. Sau khi khi dung CMS ban dau 1 2
triéu 1U, theo ddi ndong a6 CMS va Colistin trong huyét twong cho thiy kiéu dugc dong hoc kha giéng
nhau [153]: Nong do dinh dat som d6i véi CMS (30 phit), ndng d6 dinh dat cham dbi véi colistin (3 gio)
va ndng d6 giam cham dan trong nhitng gio tiép theo. Sau 2-3 ngay khi dung CMS véi lidu 4 trigu 1U/3
lan mot ngay, cac cau hinh dugce dong hoc tuong ty ciing di dwoc ghi nhan [154]. Liéu CMS khi dung lap
di 13p lai 1am tang ndng d6 CMS trong huyét tuong. O da s6 bénh nhan, c6 su gia ting nhe néng do Colistin
trong huyét trong khi tang liéu CMS khi dung tir 0,5 dén 4 triéu 1U. Tuy nhién, & mot sé bénh nhan, néng
do Colistin trong huyét tuong tang 1én rd rét, tién gan dén cac dac diém quan sat dugc sau khi tiém tinh
mach va duy tri theo thoi gian. Nhitng két qua nay cho thay ndng do Colistin trong huyét twong duy tri &
muc thap (<2 pg/mL) & da s6 bénh nhan do su khuéch tan cham cua ca CMS va Colistin vao hé tuan hoan,
CMS thai trir nhanh qua than va cham thuy phan CMS thanh Colistin.

Pé dat dugc nong do 1y twong & nhu mo phdi khi dung can coé mot sé yéu cau ki thuat cu thé [147]: 1)
Ul tién str dung loai may khi dung dang Iuéi (Mesh); 2) Khi dung lién tuc hon 13 khi dung dong bo Vi
hoi the dé cho phép nong do cao thude vao phéi; 3) Buong dan khi dung can nhin, khéng gap khtc dé
giam dong thudc trén duong dan; 4) Néu khi dung qua may thg, can cai dat ché do tho dé tranh 1am giam
hiéu qua cua khi dung do dong thudc trén duong dan va khi phé quan: Mode kiém soéat tich (volume
controlled mode) 6n dinh Iuu lugng thd vao, thé tich luu théng 8 mL/kg, tan s6 the 12-15/phat, I/E 50%,
ngung sau thé vao 20% va PEEP 5-10 cm H20; 5) Sir dung thudc an than ngan dé dam bao bénh nhan
hop tac tét vi may tha; 6) Dit bo loc trén duong thé ra dé bao vé may khi dung. B loc nay can thay cho
mdi lan khi dung; 7) Khdng sir dung cac trang thiét bi két hop trén may tha (lam néng, 1am am khong khi)
dé tranh lam dong thudc & cac thiét bi nay. Do dac diém PK/PD cua CMS va kha nang dung nap tuyét voi
cua phé quan [155], c6 thé khuyén céo liéu lugng khi dung cao ti 15 triéu 1U/24h (200.000 1U/kg)
[156,157]. Néu ky thuat tao khi dung dugc t6i vu hoa, ndng do Colistin sé& thu dugc trong md phdi rat cao.
Phéi bi nhiém tring hoat dong nhu mot bé chita CMS, noi qué trinh thuy phan tu phat thanh Colistin xay
ra cham, gidp tiéu diét vi khuan lién tuc nhung hiéu qua, nhét Ia trén nhiing trudng hop viém phoi ning
c6 tai lwong vi khuan cao. Hiéu tng xdm nhap vao phdi va giai phong cham Colistin khuyén khich viéc
chi dinh khi dung liéu cao [158]. CMS trong phéi khuéch tdn mot phan vao tuan hoan hé théng, va 17%
lidu khi dung duogc thai trir nhanh chdng qua than [154]. St thuy phan cham cia CMS thanh Colistin trong
huyét tuong va nudc tiéu gitr cho nong do Colistin trong huyét twong & muc thap bat ké lidu luong khi



dung CMS nao. Bé gisi han thoi gian mdi lan phun khi dung 1a < 60 phut, c6 thé ding ba lan phun khi
dung 5 triéu 1U/24 gio [147].

KET LUAN

Thuc hanh 1am sang nhidm trang phéi bénh vién va thd may thuong xuyén phai dbi dién véi vi khuan
khong phd bién va khang thudc. Viéc chan doan chinh xac tic nhan gay bénh bang xét nghiém vi tring
hoc khdng chi gitip cho diéu tri khang sinh hop ly ma con 14 co so danh gia mirc do khang thude cua vi
sinh moi trudng bénh vién. Trong thuc hanh 1am sang, tiép can diéu tri nhidm tring phdi cap tinh do vi
khuan KPB-KT can theo 16 trinh x4c dinh. T4c gia cta bai viét khéng c6 cac sb liéu nghién ciru duoc
dong/duoc lyc, hidu qua 1am sang va dic diém khang thudc trén ngudi ¢ Viét Nam trong nhidm tring phoi
cap tinh do vi khuan KPB-KT nén dé nghi sir dung thudc theo cac khuyén cao nuéc ngoai va hy vong
ching ta sém c6 cac nghién ciru danh gia trén ngudi Viét Nam. Tinh hinh khang thude gia tang 1a hau qua
tat yéu caa thyc hanh khang sinh khong hop ly. Ching ta con it lra chon khang sinh cho diéu tri vi khuan
KPB-KT va do vay tiép can sir dung hop ly khang sinh 1a yéu cau rat buc thiét. Colistin 1a mot giai phap
lya chon trong tinh hudng x tri vi khuan KPB-KT da khang va trj liéu nay rat can duoc chi dinh, sir dung
hop ly

Téc gia khong c6 mau thuan loi ich lién quan téi bai viét.
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PHONG NGUA VIEM PHOI BENH VIEN/ VIEM PHOI LIEN QUAN THO' MAY
TRONG PAI DICH COVID-19: THACH THU'C VA GIAI PHAP

LE TH/ANH THU (*)

Viém phéi bénh vién/ viém phdi lién quan dén thé may (VPBV/VPLQTM) chiém ti 1& 27-75% trong tong
s6 cac nhidm khuan bénh vién tai Hoi Stirc Tich Cuc theo nhiéu nghién ciru khac nhau trong toan quéc.
Theo 1 nghién ctru da trung tAm & chau Au, trong giai doan dai dich COVID 19, VPLQTM cao hon ¢ BN
nhiém SARS-CoV-2 pneumonia (36.1%), so véi BN nhiém cum (22.2%), hoic khong nhiém (16.5%).
Nguyén nhan kha niang do thé may xam lan kéo dai, hoi chitng ARDS va diéu trj Gc ché mién dich. BN
bi nhiém SARS-CoV-2 bi VPLQTM c4 ti 1é tir vong gap doi so voi khong VPLQTM (52% vs 29%), lam
kéo dai thoi gian tho may 24 ngay [interquartile range (IQR), 14-39 ngay ] vs 9 ngay [IQR, 5-13 ngay]; P
< .001), thoi gian nam ICU (24 ngay [IQR, 16-41 ngay vs 9 ngay [IQR, 6-14 ngay]; P = .003), va thoi
gian nam vién (42 ngay [IQR, 25-59 ngay] vs 23 ngay [IQR, 13-34 ngay]; P < .001).

Céc bién phap dy phong VPLQTM phai duoc thuc hién nhu mét giai phéap téng hop bao gom: (1) Rut cac
bng noi khi quan, 6ng mo khi quan, éng nudi an, cai may the cang som cang tot khi co chi dinh (2) Két
hop giam thudc an than va cai méay sém (3) Tap vat Iy tri liéu va van dong sém (4) Vé sinh rang miéng
biang ban chai ngay 2 1an hoic bang gac mdi 2-4 gio /1an bang dung dich khir khuan Chlorhexidine 0.12%.
(5) Nam dau cao 30-45° néu khdng c6 chdng chi dinh (6) Tiét khuan / khir khuan muc d6 cao cac dung cu
hd hap sir dung lai (7) Cham séc tt day thd, bao gdm: D6 nude ton luu trong dng day may thé, biy nuéc
thudng xuyén, dé day tha ¢ vi tri thip hon phan trén caa 6ng noi khi quan, kiém tra ap luc bong chén mi
8-12 gid (8) Thuong xuyén kiém tra tinh trang & dong cta da day trude khi cho an qua 6ng.(9) Néu tién
luong can d¢é NKQ dai ngay (>48 -72 gio) nén ding NKQ c6 thém day hit ¢ duéi thanh mdn (trén bong
chén). (10) Ht dam kin.

Déi véi BN COVID 19, céc bién phap nay can dugc ap dung triét dé, kém véi sy dam bao moi trudng
khong khi va bé mit sach dat chuan. Viéc giam sat va phan hdi ca VPBV/VPLQTM can duoc thuc hién
lién tuc hang thang, danh gid khuynh hudng ting hoic giam cua viém phdi va c6 bién phap can thiép kip
thoi

HOSPITAL ASSOCIATED PNEUMONIA (HAP) AND VENTILATOR ASSOCIATED
PNEMONIA (VAP) DURING COVID 19 PANDEMIC - CHALLENGES AND
SOLUTIONS

A/PROFESSOR LE TH/ ANH THU, VIET NAM INFECTION CONTROL SOCIETY

Ventilator associated pnemonia (VAP) contribute to 27-75% of all hospital acquired infections (HAIS) in
the Intensive Care Units. Based on the results of a large multicenter European study, VAP incidence is
higher in patients with SARS-CoV-2 pneumonia (36.1%), as compared with those with influenza
pneumonia (22.2%), or no viral infection at intensive care unit (ICU) admission (16.5%). Potential
explanation for the high incidence of VAP in COVID-19 patients includes long duration of invasive
mechanical ventilation, high incidence of acute respiratory distress syndrome, and immune-suppressive



treatment. HAIs prolonged mechanical ventilation (median, 24 days [interquartile range (IQR), 14-39
days] vs 9 days [IQR, 5-13 days]; P <.001), ICU stay (24 days [IQR, 16-41 days] vs 9 days [IQR, 6-14
days]; P =.003), and hospital stay (42 days [IQR, 25-59 days] vs 23 days [IQR, 13-34 days]; P < .001).

The solution for prevention of VAE/VAP should be done as a bundle including (1) Withdrawing
endotracheal tubes, gastric tubes, weaning ventilators as soon as possible when indication (2) Spontaneous
awakening trials (SAT) and spontaneous breathing trials (SBT) (3) Physiotherapy and early moving (4)
Oral care by brush twice a day or by cotton gauze every 2-4 hours, using Chlorhexidine 0.12%. (5)
Elevation of head of bed to 30-45° if no contra-indication (6) using single use or high level
disinfected/sterilized respiratory instruments (7) applying good practice for care of respiratory tubes
including: withdrawing regularly condensed water, keep respiratory tubes lower than endotracheal tube
(8) monitoring residual gastric volumes before feeding (9) If long ventilator is expected (>48 -72 hours),
endotracheal tube with subglottic secretion drainage should be used. (10) Closed sputum suction.

Regarding COVID 19 patients, these above solutions should be applied strictly, in addition with the
ensuring of clean air and surface environment. Surveillance and feedback VAP/HAP should be done
continuously every month, the trends should be assessed and intervention should be made if there is an
increase of VAP/HAP

https://pubmed.nchi.nlm.nih.qov/33857475/

https://pubmed.ncbi.nlm.nih.qgov/35042264/

(*) PGS TS BS Chu tich Hoi Kiém soat nhidm khuan Viét Nam
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DPAC TINH KHANG THUOC CUA KLEBSIELLA PNEUMONIAE TREN BENH NHAN
VIEM PHOI TAI BENH VIEN THONG NHAT

LE BAO Huy *

Pat van dé: Klebsiella pneumoniae dang tro thanh mét trong cac tac nhan quan trong trong viém phoi
cong ddng va viém phoi bénh vién béi sy gia ting khang thudc, sinh men betalactam phd rong (ESBL),
carbapenemase.

Muc tiéu: Xac dinh déc tinh khang khang sinh do vi khuén Klebsiella pneumoniae.

Poi twong va phwong phdp: Nghién ctru tién ctru, mo ta cit ngang trén bénh nhan viém phdi do K.
pneumoniae diéu tri tai bénh vién Thong Nhét tir 1/2017-8/2021, xac dinh MIC90 va kiéu hinh khang
thudc bang hé thong Vitek.

Két qua: Trong 270 bénh nhan viém phdi do Klebsiella pneumoniae: 155 ca VPCD, 115 ca VPBYV, tan
suat ESBL chiém 104/270 ca (38,5%). Ty 1¢ MDR 58/270 (21,5%), XDR 103/270 (38,1%), PDR 11/270
(4,1%). MDR va XDR chu yeu gdp ¢ nhém VPBYV tuong tng 31,3%, 51,3% so voi 14,2% va 28,4%. Céc
kiéu hinh dé khang khac bao gém 8 chung (4,3%) carbapenemase, 79 chung (42,9%) carbapenemase + AmpC,
25 chung (13,6%) SHV1 production. Kiéu hinh carbapenemase + AmpC gip chii yéu trong XDR, PDR va
VPBV. Ty 1¢ dé khang khang sinh cia ESBL K.pneumonia: nhom beta-betalactamse (piperacillin-tazobactam:
49,5%), cephalosporins (ceftazidime 78,6%, ceftriaxone 94,4%, cefepim 66,3%); carbapenems (ertapenem
43%, imipenem 38,7%, meropenem 47%), quinolons (ciprofloxacin 68,8%, levofloxacin 65,2%, moxifloxacin
85,7%); khac biét giira hai nhom ESBL, giita hai nhém viém phéi, p<0,05). Theo chuian MIC90 ciia CLSI
2020, ertapenem 43% MIC90 > 8 mg/L (51,9% & nhom VPBV, 36,7% ESBL duong), meropenem: 45%
MIC90 > 16 mg/L (49,1% & nhom VPBV, 54,8% ESBL duong), imipenem: 38,5% MIC90 > 16 mg/L
(35,7% & nhom VPBYV, 38,9% ESBL duong). Nguoc lai, trong nhom VPCDB MIC90 < 0,25 mg/L con
kha cao véi 65,7% cua ertapenem, 71,1% meropenem va 46,8% cia imipenem. Pé khang chung cua
colistin chiém 6,5%.

Két lugn: Viém phoi do Klebsiella pneumoniae co6 ty da khang khang sinh cao, dic biét trong VPBV.
Kiéu hinh ESBL phan bd déu ¢ ca hai nhém viém phdi. Kiéu hinh carbapenemase + AmpC chu yéu & nhom
XDR, PDR va VPBV. Pa s6 MIC90 ctia K.pneumonia sinh ESBL véi ertapenem > 8 mg/L, imipenem va
meropenem > 16mg/L. Colistin bj d khang ting, chiém 6,5%.

Tir khoa: Klebsiella pneumoniae sinh men ESBL, viém phoi, da khang khang sinh.

CHARACTERISTIC OF ANTIBIOTIC RESITANCE OF KLEBSIELLA PNEUMONIAE
ON PNEUMONIA PATIENTS AT THONG NHAT HOSPITAL

LE BAO HUY
Background: Klebsiella pneumoniae was seen in HAP and has become a prominant high antibiotic
resistance agent in both HAP and CAP with rapidly in increasing rate, producing ESBL, carbapenemase.
Objectives: We conducted this cross-sectional descriptive study in Thong Nhat hospital from January
2017 to August 2021 to aim at finding out antibiotic resitance characteristics of Klebsiella pneumoniae on
pneumonia.
Methods: We enrolled 270 pneumonia patients caused by Klebsiella pneumoniae and determined
MIC90, phenotype of antibiotic resistance by Vitek system.
Results: Within 155 cases of CAP, 115 cases of HAP, there was 104 cases (38.5%) infected by ESBL-
Klebsiella pneumoniae, MDR 21.5%, XDR 38.1%, PDR 4.1%. MDR and XDR were found in HAP
31.3%, 51.3% compared with 14.2% and 28.4% respectively. Other resistance phenotypes included 8



strains (4.3%) carbapenemase, 79 strains (42.9%) carbapenemase + AmpC, 25 (13.6%) SHV1
production. The carbapenemase + AmpC phenotype was mainly concentrated in the XDR and PDR,
HAP. The rate of antibiotic resistance in ESBL-producing K.pneumonia were: beta-betalactamse group:
piperacillin-tazobactam: 49.5%, cephalosporins: ceftazidime 78.6%, ceftriaxone 94.4%, cefepim 66.3%;
carbapenems: ertapenem 43%, imipenem 38,7%, meropenem 47%, quinolone: ciprofloxacin 68.8%,
levofloxacin 65.2%, moxifloxacin 85.7%; statistically significant difference between two groups of
ESBL, of pneumonia, p<0.05. According to the MIC90 standard of CLSI 2020, 43% ertapenem had
MIC90> 8 mg/L (51.9% in HAP, 36.7% positive ESBL), 45% meropenem MIC90 > 16 mg/ L (49.1%
in HAP, 54.8% positive ESBL), 38,5% imipenem MIC90 > 16 mg/L (35,7% in HAP, 38.9% positive
ESBL). In contrast, in the CAP, MIC90 < 0,25 mg/L was with 65.7% ertapenem, 71.1% meropenem and
46.8% imipenem. The resistance of colistin accounted for 6.5%

Conclusions: Pneumonia caused by Klebsiella pneumoniae had a high rate of multi-antibiotic
resistance, especially in VAP. The ESBL resistance phenotype was evenly distributed in both pneumonia
groups. The carbapenemase + AmpC phenotype was mainly concentrated in the XDR and PDR groups
and HAP. In ESBL producing K.pneumonia group, the majority of MIC90 of ertapenem was > 8 mg/L,
imipenem and meropenem > 16 mg/L. Colistin resistance increased, accounting for 6.5%

Keywords: ESBL-producing K. pneumoniae, pneumonia, MDR, XDR.

*ThS. BS L& Bdo Huy, BV Théng Nhat Tp. Hé Chi Minh, email: huylebao2005@gmail.com, DT:
0903886555
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LUA CHON KHANG SINH NHIEM KHUAN GRAM AM DA KHANG : CAP NHAT
IDSA VA ESCMID 2022

LE TIEN DUNG*

Vi khuan gram 4m da khang khang sinh hau nhu khong c6 mii dén nhitng nam 1990, nhung ngay nay 1a
tac nhan gay bénh thuong gap ¢ bénh vién va cac co sd cham soéc y té khac ¢ nhiéu quéc gia. KPC
Klebsiella pneumonia dau tién phét hién va lan rong toan cau va hién dang 1a ving dich té & Hoa ky, Hy
lap, Israel, Italia. NDM Enterobacteriacea va OXA-48 Klebsiella pneumonia dang lan tran tir Nam A va
Bic My. CPE dé khang voi hau nhu tat ca khang sinh, cho thay tiép can diéu tri hién nay la khong di va
can hiéu chinh lai. Cac CPE hau nhu dé khang vai tat ca beta- lactams bao gom carbapenem va nhiéu
nhom khang sinh khéc. Tt suat 1én dén 40%. Dé dat duoc hiéu qua diéu tri tdi da véi cac CPE, lidu luong
khang sinh can dwoc téi uu dua trén dir liéu duoc dong/ dugc luc hoc, dic biét di voi colistin va
carbapenems; va phéi hop khang sinh tdi uu can dugc xem xét.

Céc khuyén céo tir IDSA va ESCMID nam 2022 da dwra ra hudng dan lya chon khang sinh/phéi hop khang
sinh trong diéu tri cc chang vi khuan Gram am da khang. Mot s6 noi dung quan trong can luu y trong
céc khuyén céo nay: Vai tro cua cac khang sinh beta — lactam mai. Phéi hop khang sinh véi khang sinh
beta — lactam mai trong mot sé truong hop. Sir dung don tri liéu trong cac trudng hop phu hop (ding
khéang sinh méi, ¢6 bang ching vi khuan con nhay vai khang sinh). Sir dung khang sinh theo PK/PD (liéu
cao, truyén kéo dai). Su can thiét caa gia tri MIC va cac xét nghiém xac dinh co ché dé khang

CHOICE OF ANTIBIOTICS MULTIDRUG-RESISTANT GRAM-NEGATIVE
INFECTIONS: UPDATE IDSA AND ESCMID 2022

LE TIEN DUNG

Multidrug resistant gram negative bacteria were almost nonexistent up to the 1990s, but are today
encountered routinely in hospitals and other healthcare facilities in many countries. KPC- producing
Klebsiella pneumonia was the first to emerge and spread globally and is endemic in the United States,
Greece, Israel, Italia. NDM- producing Enterobacteriacea and OXA-48- producing Klebsiella pneumonia
appear to be disseminating from South Asia and Northern Africa. CPE are resistant to almost all available
antibiotics, indicating that the current therapeutic approaches are inadequate and must be revised. CPE
almost always resistant to all beta- lactams including carbapenems and many other classes. Mortality
reaches up to 40%. To optain the maximal benefit from the limited options available, dosing of
antimicrobial agents should be optimized based on pharmacokinetic/pharmacodynamic data, especially
for colistin and carbapenems; and optimal combination antimicrobial therapy must be defined.

Recommendations from IDSA and ESCMID in 2022 provide guidelines for antibiotic
selection/combination in the treatment of multidrug — resistant Gram-negative bacteria. Some important
points to note in these recommendations: The role of new beta-lactam antibiotics. Combination of



antibiotics with new beta-lactam antibiotics in some cases. Use monotherapy in appropriate cases (using
new antibiotics, with evidence that bacteria are still sensitive to antibiotics). Use antibiotics according to
PK/PD (high dose, prolonged infusion). Necessity of MIC values and tests to determine resistance
mechanisms.

* PGS TS BS; Khoa hd hd’p BV DBai hoc Y Duoc TPHCM; Email: dr.ledungcuc@gmail.com; DTDD:
0962265264.
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DAC PIEM LAM SANG VA CAN LAM SANG CUA BENH NHAN VIEM PHOI
BENH VIEN VA VIEM PHOI THO' MAY TAI BENH VIEN THANH PHO THU PU'C
TRONG GIAI POAN 2018 - 2021

NGUYEN BA TUNG
NGUYEN TRAN Al THANH

Téc gia: 1) ThS. BS Nguyén B4 Tung
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Tom tit: PAC PIEM LAM SANG VA CAN LAM SANG CUA BENH NHAN VIEM PHOI BENH
VIEN VA VIEM PHOI THO MAY TAI BENH VIEN THANH PHO THU PUC TRONG GIAI
POAN 2018 - 2021

Mic di c6 nhiéu mit tién bo vé chan doan va diéu tri, tuy nhién viém phoi bénh vién (Hospital-acquired
pneumonia - HAP) va viém phéi thd may (Ventilator-associated pneumonia — VAP) van con 1a mét bién
chtng phé bién trong qua trinh nam vién caa bénh nhan. Viéc nhan biét, chan doan sém HAP va VAP va

diéu tri dung tac nhan gop phan dang ké trong viéc cai thién tién luong cua bénh nhan (1) .

Bénh vién Thanh phdé Thu Duc 13 mot bénh vién tuyén co s, vai s6 lugng bénh nhan noi tri mdi ngay
khoang 500-800 bénh nhan. Bic diém cuaa cac bénh nhan HAP va VAP tai BV TP Thu Puc, dic biét 1a

dir liéu vé vi sinh hoc cho dén nay chua c6 nhiéu nghién cu.

Chung tdi tién hanh hdi cau dir liéu thu thap duoc trén toan bo bénh nhan nhap vién dugc chan doan
HAP/VAP tai BV TP Tha Buc tir 1/1/2018 dén 31/11/2021. Viém phéi bénh vién/viém phdi thg may
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dugc chan doan dua trén cac khuyén cao hién tai, va chi nhitng truong hop HAP/VAP c6 két qua cay +

khang sinh d6 duong tinh dwoc dua vao nghién ctu.

Abstract : CLINICAL AND PARACLINICAL CHARACTERISTIC OF HOSPITAL-
ACQUIRED PNEUMONIA AND VENTILATOR-ASSOCIATED PNEUMONIA IN
THU DUC CITY HOSPITAL FROM 2018 TO 2021

NGUYEN BA TUNG
NGUYEN TRAN Al THANH

Despite various improvements in diagnosis and treatment, hospital-acquired pneumonia (HAP) and
ventilator-associated pneumonia (VAP) continue to be common complications of hospitalization. Early
recognition and diagnosis of HAP and VAP, as well as appropriate treatment of the causative agent,

considerably improve the prognosis of the patient.

Thu Duc City Hospital is a community hospital, with approximately 500-800 inpatients every day. The
features of HAP and VAP patients at Thu Duc City Hospital, including microbiological information, have

not been researched to date.

From January 1, 2018 to November 31, 2021, we retrospectively collected data on all hospitalized patients
diagnosed with HAP/VAP at Thu Duc City Hospital. Hospital-acquired pneumonia and ventilator-
associated pneumonia was diagnosed based on current recommendations , and only HAP/VVAP cases with

a positive culture and antibiogram were included in the study.
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PIEU TRI NHIEM P.AERUGINOSA HO HAP CAP VA MAN TiNH & BENH NHAN
COPD

DO THI TUONG OANH (*)
Nhi&m khuan hé hip man tinh, duoc dinh nghia béi tinh trang phan lap dugc cing ching vi khuan
gay bénh & it nhit ba mau cay khac nhau trong mot nam va cac thoi diém cdy céch biét nhau it nhat mot
thang, 1a tinh trang kha thuong gap ¢ bénh nhan BPTNMT. Nhiém khuan hd hip man tinh do
Pseudomonas aeruginosa (PA) chiém ti 1¢ dang ké, nhét 13 & cac truong hop bénh tién trién ning hoic
ddng mic vai bénh glan phe quan, gay ra nhung hau qua nang né va cac dot cap tai di tai lai. PA c6 kha
nang dung chinh l6p nhay nam trén biéu moé phé quan dé tao mang bam sinh hoc, nho d6 né tranh tac dong
diét khuan cua khang sinh va hoat dong cua hé mién dich nén rat kho bi diét sach. Can tim céach diét sach
PA néu nhidm lan dau va cdy dam kiém tra it nhat 15 ngay sau két thiic diéu tri. Néu khong thé diét sach
PA sau hai dot diéu tri khang sinh thi dugc xem 1a nhiém PA hd hip man tinh. Biéu tri nhiém PA man
tinh & bénh nhan BPTNMT vai liéu phap khang sinh hit kéo dai 6 thang dén mot nam 1a chon lya hang
dau, tuy nhién can luu y tac dung phu gay co thit phé quan va tuong tac véi cac thude gidn phé quan hoic
corticoid hit. Bénh nhan khdng dung nap vai khang sinh hit cé thé thay thé bang macrolide dai han. Biéu
tri nhiém khuan hd hap man tinh & bénh nhan BPTNMT can duoc theo di cac tac dung phu khi ding
khang sinh kéo dai va can theo dai dinh ky chirc ning ho hap.

MANAGEMENT OF ACUTE AND CHRONIC BRONCHIAL INFECTION OF
P.AERUGINOSA IN COPD PATIENTS?

DO THI TUONG OANH (*)
Chronic respiratory infections, defined by the isolation of the same PPM in at least three different cultures
in a period of one year and at least one month apart, are common in patients with COPD. Chronic bronchial
infections caused by Pseudomonas aeruginosa (PA) account for a significant proportion, especially in
cases of severe disease or comorbidity with bronchiectasis, causing severe consequences and recurrent
exacerbations. PA has the ability to use the mucus layer located on the bronchial epithelium to create
biofilm, thereby avoiding the bactericidal effect of antibiotics and the action of the immune system, so it
is difficult to be eradicated. Treatment of PA should be sought after initial infection and sputum culture
should be examined at least 15 days after the end of treatment. If PA cannot be eradicated after two courses
of antibiotics, it is considered as chronic respiratory PA infection. Treatment of chronic PA infection in
COPD patients with inhaled antibiotic therapy lasting 6 months to 1 year is the first choice, however, the
side effects of bronchospasm and interactions with bronchodilators or inhaled corticosteroids should be
kept in mind. Patients who are intolerant to inhaled antibiotics can be substituted with long-term
macrolides. Treatment of chronic bronchial infections in COPD patients should be monitored for side
effects with prolonged antibiotic use and periodic monitoring of lung function.
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VAI TRO CUA COAGULASE — NEGATIVE STAPHYLOCOCCI TRONG BENH LY
NHIEM TRUNG

DUONG TH/ THANH VAN(*)
Tom tat:
Tu cau coagulase am tinh (Coagulase- Negative Staphylococci — CoNS) 13 mét loai vi khuan tu cau thuong
tra trén da nguoi. Trude day, CoNS ting duoc coi la vo hai hoic cd kha ning giy ngoai nhiém cho cac
mau bénh pham 1am sang, nhung ngay cang nhidu khuyén co caa cac hoi chuyén mén cdng nhan vi khuan
nay la nguyén nhan gay nhidm tring bénh vién. Vai tro gay bénh da dugc xac nhan bao gdm nhidm khuan
huyét, viém noi tm mac va gan day nhat 1a viém phdi. Céc yéu t6 doc luc caa CoNS bao gém viéc san
Xuit mang sinh hoc, cac enzyme ngoai bao nhu hemolysin, DNase, protease, fibrinolysin va cac gen khang
thudc, dic biét 1a gen khang Methicillin.
Nhitng bénh nhan c¢6 nguy co nhiém CoNS bao gom bénh nhan c6 vat liéu nhan tao, cac md co quan
ngoai lai khac, hodc 6ng thong tinh mach trung tdm, ciing nhu tré so sinh va vat cha bi suy giam mién
dich. Viéc chan doan CoNS c6 thé duoc tiép can bang cac phuong phap nhu soi nhuém gram, nudi cay,
PCR, giai trinh tu gen vd MALDI-TOF MS. Piéu tri CoNS ciing giéng nhu tu cau vang (Staphylococcus
aureus), viéc diéu tri s& phu thuoc vao vi tri nhiém khuan va dic diém dé khang khang sinh caa vi khuan.

ROLE OF COAGULASE — NEGATIVE STAPHYLOCOCCI IN INFECTIOUS DISEASE

DUONG THI THANH VAN
Abstract
Coagulase-Negative Staphylococci (CoNS) are part of the normal flora of human skin. In the past, they
were considered harmless bacteria or common contaminants in clinical specimens but these organisms
have increasingly been recognised as causes of significant nosocomial infection by professional society
recommendations. These confirmed pathogenic roles included bacteremia, endocarditis and the upmost
recent one was pneumonia. Potential virulence factors of CoNS include biofilm production, exoproteins
production like hemolysins, DNase, protease, and fibrinolysis, and drug-resistant genes, especially
methicillin-resistant genes.
Patients at particular risk include those with an implanted prosthesis, or other foreign bodies, intravascular
catheters, as well as neonates and immunocompromised hosts. Identification of CoNS may be approached
using methods such as gram stain, culture, PCR, sequencing of genes, and MALDI-TOF MS. Treatment
of CoNS infection is the same as Staphylococcus aureus that depends on the site of infection and antibiotic
resistance characteristic of the bacteria.
(*) GV BM Ngi- PHYD Céin Tho



XUONG THANG KHANG SINH TRONG DIEU TRI VIEM PHOI TAI CAC KHOA
SAN SOC TiCH cU'C - TU KHUYEN CAO PEN CHUNG CU LAM SANG

TRAN TH/ TO QUYEN

Téc gia: ThS BSCK Il TRAN THI TO QUYEN
Bo mdn Ngi - Dai hoc y khoa Pham Ngoc Thach

Email: guyenttt@pnt.edu.vn hay guyentran_2006@yahoo.com.vn

DTDD: 0918177265

TOM TAT: XUONG THANG KHANG SINH TRONG PIEU TRI VIEM PHOI TAI CAC KHOA
SAN SOC TiCH CUC — TU KHUYEN CAO PEN CHUNG CU LAM SANG

Xudng thang khang sinh (ADE - Antimicrobial De-Escalate) la mot thanh phan trong chuong trinh cua
quan ly khang sinh, nham muc dich dé giam tiép xuc véi khang sinh phé rong, nhat 1 trong don vi cham
soc dac biét. Xudng thang khang sinh 1a mot khuyén cao kha manh mé nhung lai dugc ap dung han ché
vira phai trong thuc hanh 1am sang. Sau khi xem xét tai liéu mot cach c6 hé théng, cho thay xuéng thang
khang sinh c6 mirc do bang chuang thap, mac du cac nghién cau quan sat goi ¥ quy trinh nay 1 an toan.
Cac hiéu ung cua xudng thang khang sinh trong loi ich trén dé khang khang sinh va trén hé sinh thai vi
khuan 1a khong rd. Cac danh gia khuyén nghi rit ra: nén xudng thang diéu tri khang sinh ¢ nhiing bénh

nhan can diéu tri khang sinh 1au dai con nhitng bénh nhan diéu tri ngan han thi can xem xét thém.

Tir khoa: Thude khang sinh; Khang khuan; Bénh truyén nhiém; da khang khang sinh
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Abstract : ANTIMICROBIAL DE — ESCALATION OF PNEUMONIAE IN THE ICU -
FROM RECOMMENDATIONS TO LEVEL OF EVIDENCE

TRAN THI TO QUYEN

Antimicrobial de-escalation (ADE) is a component of antimicrobial stewardship (AMS) aimed to reduce
exposure to broad-spectrum antimicrobials. In the intensive care unit, ADE is a strong recommendation
that is moderately applied in clinical practice. The literature shows a low level of evidence, although
observational studies suggested that this procedure is safe. The effects of ADE on the level of resistance
of ecological systems and especially on the microbiota are unclear. The reviewers recommend de-
escalating antimicrobial treatment in patients requiring long-term antibiotic therapy and considering de-

escalation in short-term
treatments.

Keywords: Antibiotic; Antimicrobial; Infectious disease; Multidrug resistance
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NHAN BIET TAC NHAN GAY BENH TRONG NHIEM TRUNG HO HAP: HOM
QUA, HOM NAY VA NGAY MAI.

LE THUONG VU
Nhan biét tdc nhan gay bénh c6 tam quan trong dic biét gidp xac nhan tinh trang nhiém tring, dinh hudéng
diéu tri kinh nghiém, khéi dong diéu tri chinh xac theo dich, giam thiéu d& khang khang sinh. Trong qué
khtr, Koch dua ra dinh dé gitp xac nhan vai tro gay bénh caa vi khuan lao. Tir d6, cac xét nghiém duong
dai dua trén nhudém Gram va cdy la nhirng xét nghiém chinh dé nhan dién va phan biét tdc nhan hién dién
c6 phai 1a nguyén nhan gay bénh khong. Nhiéu loai vi khuan khong thé cdy hoic nhuém doi hoi phai co
nhiing xét nghiém chuyén biét nhu tim khéng thé hodc khang nguyén. Trong twong lai, cac xét nghiém
méi s& gitp 1am tinh khiét mau thir kém véi nhan biét nhanh hon, sém hon va chinh x4c hon tic nhan gay
bénh. Céc xét nghiém mai nay khong don thuan Ia xét nghiém vi sinh ma ap dung quang phd, khuyéch
dai DNA...nham nhan dién tc nhan gay bénh. Ban than cac phuong phap xét nghiém khong thé tu nd
nhan dién vi sinh vat ndo quan cu, vi sinh vat ndo gay nhiém tring. LAm sang cing vai c&c can 1am sang
van la chia khoa gilp chan doan va diéu tri chinh xac bénh nhiém tring.

IDENTIFYING PATHOGENS IN RESPIRATORY INFECTIONS: YESTERDAY,
TODAY AND TOMORROW.

Assoc. PROF. MD. PHD. LE THUONG VU
Identifying the causative agent is of particular importance to help confirm the infection status, direct
emperic treatment, initiate targeted therapy and minimize antibiotic resistance. In the past, Koch postulates
that helped confirm the pathogenic role of TB bacteria. Since then, contemporary tests based on Gram
staining and culture are the main tests to identify and distinguish whether the present agent is the cause of
the disease. Many bacteria cannot be cultured or stained, requiring specialized tests such as identifying
antibodies or antigens. In the future, new tests could help purifying samples and identifying pathogens
rapidly, early and more accurately. These new tests are not merely microbiological tests but apply
spectroscopy, nucleic acid amplification techniques... to identify pathogens. The tests themselves cannot
identify which microorganisms are colonized, which microorganisms cause infection. Clinical and
laboratory findings remain the key to accurate diagnosis and treatment of infections.

(*)PGS TS BS. TTK LCH H6 hdp TPHCM , Phé Khoa H6 hdp BVCR



GIA TRI CUA THANG PIEM PSI TRONG TIEN LUONG NGU'O'I BENH VIEM
PHOI CONG DONG KEM SUY GIAM MIEN DICH DO DUNG THUOC
CORTICOSTEROID

VO PHAM MINH THU*, TRAN TRONG ANH TUAN
TRUONG DAIHOC Y Duoc CAN THO
*EMAIL: VPMTHU@CTUMP.EDU.VN, SDT:0918079797

Dt vin dé: Lam dung corticosteroid Ia tinh trang phé bién & Viét Nam, diéu nay ddn dén suw suy
giam mién dich cia nguoi bénh. Dy la yéu té nguy co ting nang viém phéi céng dong nhung chwea dioc
PSI dé cdp dén. Muc tiéu nghién cizu: md td ddc diém lam sang va danh gid gid tri diém PSI trong tién
leong diéu tri viém phéi céng dong ¢ nhém chung va nhém kém tinh trang suy giém mién dich do
corticosteroid (SGMD). Péi twong va phwong phdp nghién civu: Nghién cizu md ta tién ciru 558 nguoi
bénh viém phéi céng dong dwoc diéu tri tai khoa Ngi Tong hop, Bénh vién Truong Pai hoc Y Duoc Can
Tho tir nam 2016 dén nam 2021. Céc chi tiéu nghién citu chinh: Diém PSI trung binh, phan nhém PSI,
trung vi thoi gian nam vién, t7 1¢ tiz vong 30 ngay va gid tri tién lwong tir vong 30 ngdy giza nhém chung
va nhém SGMD. Két qud nghién cizu lan lirot ciia nhém chung va nhém SGMD: Tuéi trung binh 72,4 va
69,3 tudi, nam gigi chiém 50,4% va 44,2%. Trung vi thoi gian nam vién 1a 7 ngay ¢ ca hai nhém. Piém
PSI trung binh 14 82,5 va 95,6. T I¢ ti: vong chung trong 30 ngay la 6,5% va 12,1% . Kha ndang tién dodan
tiz vong trong 30 ngay Cia thang diém PSI ¢ mirc trung binh, véi AUC = 0,756 ¢ nhoém chung va trung
binh thdp, AUC =0,578 ¢ nhém SGMD. Két lugn: Thang diém PSI c6 thé gilp phan tang dé nang viém
phoi dé tién dodn tir vong trong 30 ngay, nhém SGMD c6 tién lwong ndng hon so véi nhdém chung.

Tir khoa: Viém phéi cong dong, thang diém PSI, ¢éng cu tién lwong, corticosteroid.

PROGNOSIS VALUE OF PSI IN COMMUNITY-ACQUIRED PNEUMONIA WITH
CORTICOSTEROID-RELATED IMMUNODEFICIENCY AT CAN THO UNIVERSITY
OF MEDICINE AND PHARMACY IN 2020 - 2021

VO PHAM MINH THU*, TRAN TRONG ANH TUAN
CAN THO UNIVERSITY OF MEDICINE AND PHARMACY
*EMAIL: VPMTHU@CTUMP.EDU.VN, SPT:0918079797

Background: Corticosteroid abuse has been common in Vietnam, which leads to corticosterod-
related immunodeficiency (CRSID) in the population. This can worsen community-acquired pneumonia,
however, PSI did not take into account this factor. Objectives: To describe clinical characteristics of CAP
and evaluate PSI in treatment and prognostic results between general group and CRSID group. Materials
and Methods: Prospective descriptive study of 558 CAP patients treated in the General Medicine
Department of Can Tho University of Medicine and Pharmacy Hospital from 2016 to 2021. Main research
variables were PSI score and classification, hospital length of stay, all-cause 30-day mortality rate,
prognostic value of PSI between two groups. Results (simultaneously of general group and CSRI group):
Mean age was 76,1 and 69,3 years, male patients took up 53,1% and 44,2%. Median hospital stay was 7



days in both groups. Mean PSI was 82,5 and 95,6. 30-day mortality was 6,5% and 12,1% . 30-day
mortality prognosis of PSI in general groupwas average, with an AUC of 0,756. It was under average,
with AUC = 0,578 in CRSID group. Conclusions: PSI can help in evaluating the severity of CAP and
prognosing mortality in CRSID group.

Keywords: ~ Community-acquired  pneumonia, PSI, prognosis tools, corticosteroid,
immunodeficiency.



VIEM PHOI CONG DONG TRONG CAC PO'N V| QUAN Y BENH NHAN HEN,
COPD NGOAI TRU

PGS.TS.BS LE TH/ TUYET LAN

Mic du quan y bénh nhan Hen, COPD ngoai trii trong giai doan 6n dinh, cac dot nhiém tring gay viém
phdi cong dong van xay ra & cac don vi ACOCU (Asthma-COPD Outpatient Care Unit)

Vi vy, cac Béc si phai biét xu tri dung din, dic biét ddi véi cac bénh nhan rat nho tudi hoic rat 16n tudi
Sau khi chan doan xac dinh, viéc nhan dién bénh nhan c6 yéu t6 nguy co 14 rat quan trong

Cac nguyén nhan gay viém phdi cong dong chi xac dinh dugc 50%. Béc si phai phan bénh nhan thanh 3
nhoém dé cé cach xu tri phii hop: nguy co thap, nguy co trung binh va nguy co cao.

- Ngay ca bénh nhan thuc nhom nguy co thip nhung néu c¢d cac bénh 1y di kém (tiéu duong, bénh
mach vanh, suy than, COPD, bénh gan man, udng ruou) di c6 thé diéu tri ngoai tra, nhung phai
bao dam theo ddi tét

- Bénh nhan thudc nhdm nguy co trung binh, can nhap vién néu phai tiém thudc.

- Bénh nhan thugc nhém nguy co cao co thé can nhap khoa cham soc¢ dac biét
Céc thude khang sinh déu duoc bat dau theo kinh nghiém pht hop véi tinh trang dé khang khang
sinh cta dia phuong trong khi chd doi test dé xac dinh nguyén nhan viéc theo ddi bao gom ca xir
ly nhiing treong hop khong dap tng.

Dé phong cac dot viém phdi cong ddng ké tiép 1a viéc phai thuc hién & cudi mot dot diéu tri.



COMMUNITY ACQUIRED PNEUMONIA IN ASTHMA-COPD OUTPATIENT CARE
UNIT - ACOCU

LE THI TUYET LAN

Even the ACOCU doctors take care of Asthma and COPD patients in stable status, Community Acquired
Pneumonia chappens frequently in these patients.

Because of that, doctors in ACOCU have to be able to menage CAP propeoly, especially in very young
or very old patients.

In most patients with CAP, the causative organism is not known
After CAP confirmation, the recognition patient with risk factors is very important
Patients are classified into 3 groups: low risk CAP, moderate risk CAP and high risk CAP.

Patients even with low risk CAP but having comorbidities controlled diabetes mellitus, coronary artery
disease, Renal Insufficiency, COPD, chronic liver disease, chronic alcohol abuse, may be treated as
outpatients with a reasonable assurance for follow up

- Patient with moderate risk CAP- may be hospitalized of parenteral therapy is recommended
- Patient with high CAP may need admission in the Intensive Care Unit
Antibiotic therapy begins with empiric one according to the local antibiotic resistance status while
waiting for the results of general lab test and test to determine etiology
Following up includes the management of Non- Responders
Prevention of next CAP is required at the end of the CAP treatment.
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NHIEM Vi KHUAN LAO KHONG PIEN HINH : KHI NAO CAN BIEU TRI

NGUYEN DINH DUY (*)

Quyét dinh bt dau diéu tri khang sinh d6i voi bénh phdi NTM nén duoc ca thé hoa dua trén sy két hop
ctia cac yéu to 1am sang, loai vi khudn gay bénh va wu tién dic diém cua tig bénh nhan. Cac yéu t6 c6
lién quan dén dau hiéu nang ( ton thuong hang trén X quang , chi s khdi co thé (BMI) thap, albumin
thép va / hodc cac dau 4n viém tang cao) , sy phan lap vi khuén c6 doc luc hon va / hodc su dap tmg véi
li¢u phap khang sinh(vi du: M. kansasii), va co dia trc ché mién dich dugc chi diém cho viéc quyét dinh
diéu tri khang sinh. Cac triéu ching chinh nhu mét moi nghiém trong véi chat luong cudc sdng giam sat
1 rét cling c6 thé 1a nhitng yéu td goi ¥ cho viéc bat dau diéu tri. Nguoc lai, cac dau hiéu va triéu chimg
nhe ciia bénh, kha ning khong dung nap thudc / doc tinh cao hon va vi khuan it dép tmg véi diéu tri hon
(vi du nhu M. abscessus) duogc cho 13 cac yéu td c¢6 thé cho ching ta kha ning theo doi mot cach than
trong. Bat ky quyét dinh diéu tri nao ciing nén bao gdm mot cudc thao luan véi bénh nhan dé néu ra nhimg
tac dung phu c6 thé xay ra cua liéu phap khang sinh, nhimng diéu khong chic chan xung quanh loi ich ctia
lidu phap khang sinh va kha nang tai phat bao gom ca tai nhidm (dic biét trong truong hop bénh gidn phé
quan-not)



NTM : WHEN NEED TREATMENT

NGUYEN DINH DUY (*)

The decision to initiate antimicrobial therapy for NTM pulmonary disease should be individualized based
on a combination of clinical factors, the infecting species, and individual patient priorities. Factors
associated with relatively poor prognosis (e.g. cavitary disease, low body mass index, low albumin, and/or
elevated inflammatory markers), isolation of an organism that is more virulent and/or more responsive to
antimicrobial therapy (e. g. M. kansasii), and underlying immune suppression were felt to move the
balance toward antimicrobial treatment. Major symptoms such as severe fatigue with marked decrease in
quality of life can also be major factors in starting therapy. Conversely, mild signs and symptoms of
disease, higher potential for medication intolerance/toxicity and organisms less responsive to treatment
(e.g. M. abscessus) were felt to move the balance toward watchful waiting. Any treatment decision should
include a discussion with the patient that outlines the potential adverse effects of antimicrobial therapy,
the uncertainties surrounding the benefits of antimicrobial therapy, and the potential for recurrence
including reinfection (particularly in the setting of nodular-bronchiectatic disease) .

(*) BSCK2 ,BV Pham ngoc Thach drduybvpnt@yahoo.com , cell :0903913734

Tai liéu tham khao :

1. Treatment of nontuberculous mycobacterial  pulmonary  disease: an  official
ATS/ERS/ESCMID/IDSA clinical practice guideline 2020

2. Guidelines for the management of Non Tuberculous Mycobacterial Pulmnary disease( NTM-PD)
-BTS- 2017
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NHIEM NAM CANDIDA XAM LAN TAI ICU - LIEU PHAP KHANG NAM TOI UU

BS CK 2 THAI MINH THIEN

PGD - TRUONG KHOA ICU BV Tim TAM BuUc

Email: thaiminhthien1974@yahoo.com
Nhiém nam xam l4n da tré thanh mot van dé nghiém trong tai ICU. Mot trong nhitng nguyén nhan chinh
la do tinh trang suy giam mién dich, phhan Ién tac nhan duoc tim thay 12 nim candida. Bé cung cap day

du thong tin cho diéu tri viéc hiéu rd tdc nhan nhiém ndm nguy hiém nay 1a bat budc.

Muc tiéu cua bai bao céo 1a tong két nhitng nghién ctu khac nhau va tir d6 cho mét céi nhin téng quan

vé dich té, nhitng bién ddi sinh bénh hoc tir thudng tri sang xam lan va tac dong caa nd dén ti 18 tir vong.

Nhitng phuong phap diéu tri méi ciing s& dugc ban luan va tng dung vao céc khuyén cao 1am sang. Cudbi

cuing, nhitng chi diém cho viéc chon lya thudc khang nim ciing s& dugc danh gia



INVASIVE CANDIADA INFECTIONS IN THE ICU — OPTIMAL ANTIFINGAL
THERAPY

THAI MINH THIEN

Invasive fungal infections have become a serious problem in the critically ill. One of the main reasons is
the development of an immunocompromised condition . the most frequently found pathogens are Candia
species. In order to provide adequate treatment, understanding this potentially life- threatening infections

IS mandatory.

The aim of this presentation is to view candida infections from a different perspective and to give an
overview on epidemiology, the range of pathophysiology from colonization to the invasive infections, and

its impact to mortality.

New therapeutic options also be discussed and how these relate to current guideline. Finally, the key issue

of the choice of anti - fungal agents wil be evaluatedvasive candida infections in the ICU

Tai liéu tham khao

1. Peter hankovszky, Domokos Tarst and Zsolt Monar - In the ICU : diagnosis and therapy — 2021

2. ESICM/ESCMID task force on practical management of invasive candiadasis in critilally ill
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3. Clinical practice guideline for the management of candidiasis : 2016 update by the infectious
diseases society of America

4. ECIL 6 guideline for the treatment of invasive candidiasis, aspergillosis in leukemia and
hematopoieticstem cell transplant patients

5. Wasmann RE et al . J. Antimicrob. Chemother .2019



DINH DUG'NG TRONG BENH VIEM PHOI

Luu NGAN TAM(*)
Tom tat

Viém phdi 1a mot bénh ly phé bién trong bénh vién. Bénh nhan viém phéi cd tinh trang tang di hda protein,
co, md, khang insulin, nhitng réi loan chuyén héa khac. Trong viém phéi niang, nhiém khuan huyét cac
r6i loan nay tro nén tram trong, dic biét trong vai ngay dau hdi sirc, c6 sy suy giam tram trong ty thé, noi
san sinh ning luong (ATP), 1am giam kha ning tong hop protein. Ty thé hdi phuc dan cling vai viéc kiém
soat tot huyét dong, tinh trang toan chuyén hoa, tugi oxi mo. Vi vdy, can thiép dinh dudng ¢ bénh nhan
viém phdi nang khdng chi can cung cap du nang lugng, protein dé han ché di hda, mat co, suy giam mién
dich, ma con can than trong trong viéc cung cp nang lugng, dam trong vai ngay dau khi bénh nhan nhap
vao hdi strc. Bac biét can han ché bo sung dinh dudng tinh mach trong giai doan sém pha cap, nham tranh
dinh dudng thira, giam nguy co bién ching va tir vong. Chién luoc dinh dudng cho bénh nhan viém phai,
viém phéi ning 1a quan trong giup ting cudng hiéu qua diéu tri nguoi bénh va phong ngtra bién chang

NUTRITION THERAPY IN PNEUMONIA

DR. LUU NGAN TAM, PHD
Abstract

Pneumonia is a common disease in the hospital. Pneumonia patients have an increased catabolism of
protein, muscle, fat, insulin resistance, and other metabolic disorders. In severe pneumonia or sepsis, these
disorders become more exacerbated, especially in the first few days of resuscitation, there is a severe
depletion of mitochondria, which is the factory of energy production (ATP), leading to the protein
synthesis reduction. Mitochondria gradually recover with the control of hemodynamics, metabolic status,
and tissue oxygenation. Therefore, nutritional intervention in patients with severe pneumonia not only
needs to provide adequate energy and protein to limit catabolism, muscle loss, and immunodeficiency, but
also needs to be cautious in providing energy and protein for the first few days when admitted to ICU. In
particular, it is necessary to restrict parenteral nutrition supplementation in the early stage of the acute
phase, in order to avoid overfeeding and reduce the risk of complications and mortality. Nutritional
strategy for patients with pneumonia, severe pneumonia is important to enhance the effectiveness of
treatment and prevent complications.

(*) TS BS . TK Dinh Duong BVCR



NHIEM NAM DIA PHUO'NG HAY VUNG DICH TE ( ENDEMIC FUNGAL
INFECTION )

TRAN VAN NGOC(*)
Nhiém niam dia phwong hay ving dich t& dung dé chi nhitng vuing dich t& ma nim thuong luu hanh .

Khéc vai nhiém nim xam lan , thuong xay ra trén nhitng ngudi ¢6 co dia suy giam mién dich nhu dung
corticoid lau ngay , ghép tang , ung thu hay bénh nén lam suy yéu hé mién dich tai chd hay toan than ,

nhim nam dia phuong co thé xay ra trén ngudi hoan toan khoé manh .

Do bénh khéng c6 triéu chirng hé hap dac hiéu , ¢ khi rit mo ho ké ca hinh anh trén X quang , CT scan
nguc nén viéc chan doan sém thudng kho khin va muon . Viéc chan doan thuong 12 loai trir hay goi y dua

trén yéu té dich té vung hay dia phuong .
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Can cir trén ban d6 phan bd dich t& caa cac viung trén thé gisi , Viét nam , Trung quéc va DNA 1a ving
dich té ciia Taloromyces marmeffei hay paracoccidioidomycosis .



Nam my la viing dich t& caa nhiéu chang loai nhu Blasmomycosis , histoplasmosis , coccidioidomycosis.

2 ca 1am sang nhidm nim Histoplasma capsulatum nhap BVCR 2007 déu cu ngu tai Pinh quan Pdng Nai
. Bénh canh 1am sang cua mot viém phai tién trién nang dan khong dap tng véi khang sinh phé rong , c6
trieu ching khac ngoai phdi nhu sang thuong dang hong ban da , néi hach va yéu té dich t& goi y chan
doan .

Xét nghiém dam ( soi , cay ) sinh thiét sang thuong da , hach gilp chan doan xac dinh va diéu trj .

Phuong phép nhudém dic biét ( TD:muc tau ) gilip chan doan xac dinh nhidm cryptococcus neoformans .

Diéu tri bao gom thudc khang ndm ( itraconazole , amphotericine B ...) , nang tong trang va loai trir yéu

t6 dich té tranh tai phat .

ABSTRACT : REGIONAL FUNGAL INFECTIONS ( ENDEMIC FUNGAL INFECTION
)

TRAN VAN NGOC
Local or endemic fungal infections refer to endemic areas where the fungus is commonly endemic.

Unlike invasive fungal infections, which often occur in people with decreased immune systems such as
long-term use of corticosteroids, organ transplants, cancer or underlying diseases that causing
insufficiency of the local or systemic immune system, local endemic fungal infections can occur in

healthy people.

Because the disease does not have specific respiratory symptoms, sometimes it is very unclear even in
chest X-ray and CT scan images, so early diagnosis is often difficult and posponed. The diagnosis is

usually excluded or suggestive based on local or regional epidemiological factors.
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Based on the distribution of epidemiological regions in the world, Vietnam, China and Southeast Asia are
endemic areas for Taloromyces marmeffei or paracoccidioidomycosis.
South America is endemic for many species such as Blasmomycosis, histoplasmosis, and

coccidioidomycosis.

Two clinical cases of Histoplasma capsulatum infection admitted to BVCR 2007 were located in Binh
Quan Podng Nai with clinical picture of progressive pneumonia unresponsive to broad-spectrum
antibiotics. Symptoms other than the lungs such as erythematous skin lesions, lymphadenopathy, and
epidemiological factors suggest the diagnosis.

Sputum testing ( bronchoscopy , culture ) biopsies of skin lesions and lymph nodes help confirm diagnosis
and treatment .

The special stain method helps to confirm the diagnosis of cryptococcal neoformans infection.

(*) Chui tich LCH H6 hdp TPHCM , PCT va Truéng VPPD Héi Phéi VN tai TPHCM |, Chui tich HP Pao
dirc BVCR



VIEM PHOI & BENH NHAN SUY GIAM MIEN DICH

LE TH/ THU HUONG (*)

Viém phdi la tinh trang nhidm tring nhu md phéi gay ra do vi khuan, vi rat hoic nim. Bénh nhan bi suy
giam mién dich c6 nguy co bi viém phoi cao hon va can duoc quan tim dén két cuc xau hon so véi dan
s6 chung. Bénh nhan suy giam mién dich c6 nhiéu kha nang nhiém tac nhan khang thudc va da tac nhan.
Céc tac nhan gay bénh c6 thé phu thudc vao nhém khiém khuyét trong hé théng mién dich. Chan doan
som va diéu trj thich hop viém phdi ¢ bénh nhan suy giam mién dich Ia rt quan trong dé cai thién kha
nang séng s6t cua ho. Tuy nhién, bénh nhan bi suy giam mién dich c6 thé khdng cé céc triéu ching dién
hinh cua nhiém trung. Diéu ndy co thé gay ra thach thuc trong chan doan va lam cham tré viéc diéu tri.
Bai b4o nay tom tit cac dic diém cua bénh nhan suy giam mién dich, cac yéu t6 vat cha cu thé khién bénh
nhan c6 nguy co nhidm cac mam bénh co hoi, chan doan va diéu tri viém phdi & bénh nhan suy giam mién
dich.

(*) Tién si bdc si, bénh vién Nhdan Déan Gia Pinh, drhuongle@gmail.com, dién thogi 0909398324

Tai liéu tham khao :
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2. McGrath B, Broadhurst M, Roman C. Infectious disease considerations in immunocompromised
patients. JAAPA. 2020;33(9):16-25

3. Ramirez JA, Musher DM, Evans SE, et al. Treatment of community-acquired pneumonia in
immunocompromised adults: a consensus statement regarding initial strategies. Chest. 2020; 158:1896-
1911.

4. Kyong Ran Peck, Tae Jung Kim, Min A Lee, et al. Pneumonia in immunocompromised patients:

updates in clinical and imaging features. Precision and Future Medicine 2018;2(3):95-108.
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PNEUMONIA IN IMMUNOCOMPROMISED PATIENTS

LE THI THU HUONG (*)

Pneumonia is infection of the lung parenchyma caused by bacteria, viruses or fungi. Immunocompromised
patients are at an increased risk of pneumonia, and need highly concerns for their worse outcome than that
of the general population. Immunocompromised patients are more likely to develop drug-resistant and
acquire multiple pathogen infections. The pathogens may depend on the type of defect in the defensive
immune system. Early diagnosis and appropriate treatment of pneumonia in immunocompromised
patients are critical to improve their survival. However, immunocompromised patients may not have the
typical symptoms of infection. This can cause a diagnostic challenge and delay treatment. This article
summarises the characteristics of immunocompromised patients, the specific host factors that put the
patients at risk of infection with opportunistic pathogens, diagnosis and treatment of pneumonia in

immunocompromised patients.

(*) MD., PhD., Nhan Dan Gia Dinh hospital, drhuongle@gmail.com, telephone 0909398324
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Tekl Ut tiedng tin thud

IN' NZ®

EI’ ta penem
Lié Si dung; 19, ngdy mit lén '

NHAY CAM TREN: Escherichia coli, Klebsiello peumonice & Bacteroides fragilis

Dleu tr; cho tré em (tu' thing dén 17 tudi) v ngudi lon
mic cic bénh nluem khuan tir trung binh téi n;,hlem
trong do cdc vi khuin nhay cim & dwu tri khéi déu theo
kinh nghiém trude khi xéc dinh vi khuiin giy bénh':

»  Nhiém khudin bung co hién chimg.

o Nhicm kiwn det va 16 chiee da co bien clumg, bao gom nhieém khuin
ohi dheed va l\.)n chdn do dal thao dwemg

Viém phoi mac phai 1gi cing dong.
Nhiem khuan duomg tict nigu co bien ¢ hieng hao gom viem than
- bé than,

Nhiem khuin ving chdu cap, bao gom viém noi mac-co fie e ung
sau sinh, ngo pha thai nhiém khusdn, whiém khuan phyu khoa sau mo,

o Nhiém khuan huvér

V Du phong nhif'm tring tai chd phiu thuft & ngudi lém trong phiu thuit dai truc triang theo
chuong trinh mo phién'.
IN ANZ c6 hoat tinh chong duge hiu hét cde ching cia nhimg vi khudn sau day ca in virro va trong nhiém

khuiin 1dm sang (xem CHI DINH)

VI KHUAN GRAM AM
UAKHI VA KY KHi
KHONG BAT BUQC

Escheria coli

Hacmo[rlnlm influenzae

(bao gom chung tict f-lactamasc)
Klebsiella pneumoniae
Moraxella catarrhalis

Proteus mirabilis

VI KHUAN KY KHIi

Bacteroides Fragilis vi cic loai
khic trong nhom B fragilis

Loai Clostridium (trir C diffictle)
Lodt Eubacterium

Loai Peptostreptococcus
Porplyromonas asaccharolytica
Lodi Prevorella

* Cac vi khuan khac xem thong tin ké toa chi tiét

VI KHUAN GRAM DUONG
UAKHI VA KY KHI
KHONG BAT BUOC

* Staplvlococeus aumreus - y ciu ving

(bao gdm ching tiét penicillinase)

* Streptococcus agalactiae

* Streptococcus pneumoniae

* Streptococcus pyogenes
Chii_thich: Ty ciu khing methicillin
khing INVANZ. Nhiéu ching Enferneoceus
Faecalis v hiv hét chung Enterococcus
Sfaecium cung khing INVANZ,




CAP NHAT CHAN DOAN VA PIEU TRI VIEM PHOI DO NAM

VU VAN GIAP(*)
TOM TAT:

N4m c6 thé séng quan cu tai c4c vi tri trén co thé ma khdng gay bénh tuy nhién c6 thé 1a tac nhan
bénh thuc su, gay ra nhitng bénh canh 1am sang khac nhau. [3]. Viém phéi do nim 1a mot qué trinh nhiém
trung & phéi do mét hoic nhiéu loai nAm co hoi hoic dic hiru gay ra.

Cin nguyén giy viém phdi do nam:

Vi ndm gy bénh dic hitu (Histoplasma capsulatum, Cryptococcus neoformans,...) gay nhiém
tring o vat chu khoe manh va nguoi bi suy giam mién dich.

Vi nim gay bénh co hoi (Candida, Aspergillus,...) c6 thé gay viém phdi cho nhitng bénh nhan cé
suy giam mién dich bam sinh hodc mac phai, 1am suy yéu hé théng phong thu mién dich caa con nguoi.

Chén do4n viém phéi do nam:

Chan doan viém phoi do nam rat kho trén 1am sang va thuong duoc thyc hién trén co s loai trir
céc can nguyén nhidém tring khac. Can phéi hop bénh canh 1am sang, yéu té nguy co, chan doan hinh anh,
xét nghiém vi sinh, PCR, huyét thanh,..

Piéu tri viem phoi do nam:

Nguyén tic diéu tri can (1) phuc hdi tinh trang suy giam mién dich cua bénh nhan (dung thudc
kich bach cau ddi vai nhitng bénh nhan cé giam bach cau & bénh nhan sau hoa tri va ghép tay xuong; (2)
dirng hodc giam céc loai thude e ché mién dich va corticoid; (3) loai bo céc catheter, dng dan luu, 6ng
thong bi nhiém trang hodc c6 nhiéu khuan lac & bénh nhan nhiém nim Candida; (4) dung thudc khang
nam diéu tri viém phdi do nam (tuy theo cin nguyén).

UPDATE ON DIAGNOSIS AND MANAGEMENT FUNGAL PNEUMONIA

A.PROF VU VAN GIAP — RESPIRATORY CENTER — BACH MAI HOSPITAL
Overview:

Fungi may colonize body sites without causing disease or they can be a true pathogen, generating
a broad variety of clinical conditions. Fungal pneumonia is an infectious process in the lungs caused by
one or more opportunistic or endemic fungi.

Etiology:

Endemic fungal organisms (Histoplasma capsulatum, Cryptococcus neoformans,...) cause
infection in healthy hosts and immunocompromised individuals.



Opportunistic fungal pathogens (Candida, Aspergillus) can cause pneumonia in congential or
accquired immunosuppressed patients, weakening the human immune defense system.

Diagnosis:

Diagnosis of fungal pneumonias is challenging clinical practice and usually based on exclusion of
other infectious etiologies. It requires a combination of clinical, risk factors, imaging patterns,
microbiological tests, PCR, ...

Management:

Principle of treatments include (1) restoring immunocompromised state of the hosts
(administration of G-CSF for patients with chemotherapy or bone marrow transplantation related
leukopenia; (2) withdrawing or reducing immunosuppressive medications and corticosteroids; (3)
removing of catheters, drains, infectious or colonized catheters in Candidiasis cases; (4) selecting
antifungal agents relied on the particular pathogen that is isolated or this is clinically suspected.

(*) PGS TS BS . PGP Trung tdm Hé hdp- Bénh vién Bach Mai



PAC PIEM VIEM PHOI HAU SO'I O’ TRE EM TAI BENH VIEN NHI BONG 2

LE TH/ NGcoc*, PHAM TH/ MINH HONG**

TOM TAT

Dt vin dé: Mdc dit dd cé thudc chung ngira s¢i nhieng sé ca Mdc Si Van gia ting trén toan thé gidi
ké tir nam 2018 dén nay. Virus séi da gdy ra tinh trang ¢ ché mién dich cua co thé nén viém phéi hdu séi
rdt thuong gap va la nguyén nhdn hang dau gay tir vong lién quan dén bénh sgi.

Muc tiéu nghién citu: Xdc dinh ddc diém dich té, 1am sang, cdn 1am sang va diéu tri viém phéi hgu
Ssoi o tré em.

Déi twong va phwong phdp nghién ciru: M td logt ca cac bénh nhi dudi 16 tusi dwoc chan dodn
viém phdi hdu sdi tai bénh vién Nhi Bong 2 trong thoi gian tir 01/01/2018 dén 01/06/2020.

Két qud: Trong 110 bénh nhi viém phoi hdu sdi c6 29,1% tré dudi 9 thang, 34,6% tré tir 9 dén 12
thang, 36,3% tre tr 12 dén 60 thang véi ty 1é nam/ni 14 2,1/1. C6 72,8% céc ca viém phaoi xay ra trong
vOng 4 tudn sau mdc séi. Chi ¢6 14,1% tré duoc chung ngera soi. Bénh di kem thuong gap nhat 1a suy
dinh dwong (17,3%), ké dén la tiéu chay (7,3%), nhiém tring da (2,7%) va nhiém tring tiéu (1,8%). Triéu
chiing 1am sang gom ho (100%), ran am/né (95,5%), tho nhanh (85,5%), rit 16m long nguc (81,8%), st
cao (67,3%), kho khé (67,3%), co kéo co ho hap phu (20%). C6 37,2% bénh nhi bj suy hd hap. Vi khudn
thwong gap nhdt trong cdy dam la S. pneumoniae (16,67%), H. influenzae (16,67%), A. baumannii
(13,33%), K. pneumoniae (10%), E. coli (10%) va S. aureus (10%). Logi khang sinh si dung nhiéu nhat
la Ceftriaxone (41,8%) va Cefepime (34,5%). Thoi gian diéu tri trung binh 1a 14,9 ngay. Khong c6 tir
vong.

Két lugn: Viém phoi hdu séi gap chu yéu & tré tir 9 thang tré 18n. Can day manh hon nita chwong
trinh tiém phong sai cho tre em.

Tir khoa: Viém phdi hdu séi, tré em

* Tac gia lién lac Lé Thi Ngoc, DT: 0979522271, Email: lengoc27021993@gmail.com
** Bo m6n Nhi, Pai hoc Y Dugc Tp. H6 Chi Minh

CHARACTERISTICS OF POST-MEASLES PNEUMONIA IN CHILDREN AT
CHILDREN’S HOSPITAL No2

LE THI NGOC, PHAM THI MINH HONG
ABSTRACT
Background: Although a measles vaccine is available, the number of measles cases has increased
worldwide since 2018. Measles virus causes immunosuppression of the body, so post-measles pneumonia
Is very common and is the leading cause of death related to measles.
Obijectives: To determine the epidemiological, clinical, paraclinical and treatment characteristics of post-
measles pneumonia in children at the Children’s hospital No2.
Materials and methods: In this case-series study, all patients aged 16 years and younger with post-
measles pneumonia at the Children’s hospital No2 from January 1, 2018 to June 1, 2020 were described.
Results: Among 110 children diagnosed post-measles pneumonia, there were 29.1% of children aged
under 9 months, 34.6% aged 9-12 months, 36.3% aged 12-60 months with the male/female ratio was 2.1/
1. There were 72.8% of pneumonia cases occurred within 4 weeks of getting measles. The most common
comorbidities were malnutrition (17.3%), followed by diarrhea (7.3%), skin infection (2.7%) and urinary



tract infection (1.8%). Clinical symptoms included cough (100%), fine crackles (95.5%), fast breathing
(85.5%), chest indrawing (81.8%), high fever (67.3%), wheezing (67,3%), and use of accessory muscles
(20%). There were 37.2% of children suffering from respiratory failure. The most common types of
bacteria isolated from the nasotrachea aspiration were S. pneumoniae (16.7%), H. influenzae (16,7%),
A. baumannii (13,3%), K. pneumoniae (10%), E. coli (10%), and S. aureus (10%). Antibiotics used the
most were Ceftriaxone (41.8%) and Cefepime (34.5%). The average duration of treatment was 14.9 days.
There was no death.

Conclusions: Post-measles pneumonia occurs mainly in children aged 9 months and older. There is a
need to further strengthen the measles vaccination program for children.

Key words: post-measles pneumonia, children
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TOM TAT: PHAT HIEN DONG NHIEM VI KHUAN O TRE VIEM PHOI NANG
BANG REAL-TIME PCR

TRAN QUANG KHAI (*)

Trude ddy, vi rat 1a nguyén nhan phé bién nhat gay viém phdi mac phai tai cong ddng & tré em.
Hién nay, dong nhidm vi khuan dang 13 van d dugc quan tam nhiéu vi tac dong cia nd dén dinh hudng
diéu tri cho cac bac si 1am sang. Real-time PCR la mot xét nghiém hién dai gitp phét hién nhiéu tac nhan
méi, dic biét tinh trang déng nhidm vi sinh vat. Ky thuat Real-time PCR duoc sir dung cho nghién ciru
nay nham xac dinh 70 tac nhan gay viém phdi nang. Két qua phan tich mau bénh pham dich khi quan hut
qua ngd miii NTA (nasotracheal aspiration) tir 239 tré bi viém phdi nang mac phai tai cong dong ghi nhan,
ty 18 phat hién tac nhan qua Real-time PCR rét cao (93,6%). Pa sb tré co tinh trang dong nhiém vi sinh
vat (85,0%), trong d6, ddng nhiém vi rat-vi khuan chiém ty 16 cao nhat (67,5%), ké dén ddng nhiém vi
khuan-vi khuan (16,2%), dong nhidm vi rat-vi rat (1,3%). Ba tc nhan vi khuan chinh dugc phat hién bang
Real-time PCR la Streptococcus pneumoniae, Haemophilus influenzae non-type b va Staphylococcus
aureus khang methicillin (MRSA). Nhu vy, diéu tri song con doi véi viém phoi nang la khang sinh; lya

chon khang sinh trong diéu tri viém phdi nang mac phai tai cong ddng nén tap trung vao cac vi khuan nay.

Abstract: DETECTING BACTERIOLOGICAL CO-INFECTION IN CHILDREN WITH
SEVERE PNEUMONIA BY REAL-TIME PCR

TRAN QUANG KHAI

Viruses have historically been the most common cause of community-acquired pneumonia in
children. Currently, bacterial co-infection is a matter of great concern because of its impact on treatment
orientation for clinicians. Real-time PCR is a modern test that helps to detect many new agents, especially
microbial co-infection. Real-time PCR technique was used for this study to identify 70 pathogens causing
severe pneumonia. The analysis results of nasotracheal aspiration (NTA) samples from 239 children with
severe community-acquired pneumonia showed that the detection rate of the agent through Real-time PCR
was very high (93.6%). The majority of patients had microbial co-infection (85.0%), in which, virus-
bacterial co-infection accounted for the highest rate (67.5%), followed by bacterial-bacterial co-infection

(16.2%), virus-virus co-infection (1.3%). The three main bacterial agents detected by Real-time PCR were



Streptococcus pneumoniae, Haemophilus influenzae non-type b and methicillin-resistant Staphylococcus

aureus (MRSA). Thus, the survival treatment for severe pneumonia is antibiotics; antibiotic treatment for

severe community-acquired pneumonia should focus on these bacteria.

(*) Hoc vi: Tién si bdc si, noi céng tac: trieong Pai hoc Y Duoc Can The, email: tgkhai@ctump.edu.vn,
dién thoai: 0948 99 55 38
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VIEM PHOI HOAI TU’ VA TINH TRANG DE KHANG KHANG SINH

PHAN HOU NGUYET DIEM(*)

Viém phéi hoai tir 1a mot bién ching nang cua viém phéi. Pic trung boi hinh thanh nhiéu 6 hoai
tir hinh bong khi don thuan hay kém muc khi dich duong kinh < 2 cm trong nhu mé phéi. Chiém ty 1¢ 0,8-
7% tong s truong hop viém phoi cong ddng va 1én dén 20% & nhiing tré viém phoi kém viém ma mang
phdi. Phé cau va tu cau 1a hai tac nhan gay bénh phé bién nhat.

Trong khi ty 1& mac bénh viém phdi ¢ tré em nhap vién di giam ¢ cac qudc gia da dua vao sir
dung vic xin lién hop phé cau (PCV), ty I¢ bénh viém phoi 6 bién chimg tang 1én trong hai thap ky qua.
Céc ly do cho su thay doi dich t& hoc nay rat phuc tap, ¢d thé do: kha nang chan doan duoc nang cao; thay
ddi théi quen ké don khang sinh va doc luc vi tring .

Hau hét céc typ huyét thanh phé cau lién quan dén viém phai hoai tir khéng bao gom trong PCV
7, dac biét 1a cac typ huyét thanh 3, 5, 7F va 19A. Trong sé nay, cac typ huyét thanh 3 va 19A c6 lién
quan chat ché nhat vai viém phdi hoai tir . Serotype 3 ¢ bao nang rat day, chdng lai qué trinh thyc bao,
gay ra phan tng viém rd rét, bao gdm tham nhidm bach cau kém theo hoai tir nung mu . Nguoc lai, cac
chang huyét thanh 19A cé kha ning xam 14n nhiéu hon, c6 thé co lgi thé phét trién hon cac typ huyét
thanh phé cau khéc & nhiing vi tri binh thudng vo tring va thuong khang nhiéu loai khang sinh

Céc nghién ctru gan day cho thiy tu cau voi yéu td doc luc Panton- Valentine leukocidin (PVL)
gdy bénh nang ¢ tré¢ em khoe manh va nguoi 1on . Trong nhiéu truong hop, tu cau san xuit PVL ciing 1a
cac dong tu cau khang Methicillin ( MRSA). PVL la mét ngoai doc t6 tao 18 ( pore -performing), kich
hoat va sau do pha huy cac té bao mién dich, bach cau trung tinh, phong cac chat gay hai vao cac mo xung
quanh. Cac yéu t6 lién quan dén tir vong 1 ho ra mau, phat ban trong vong 24 gid sau khi nhap vién va
giam bach cau mau ngoai vi <3000 / mm3.

NECROTIZING PNEUMONIA AND ANTIBIOTIC RESISTANCE

PHAN HUU NGUYET DIEM

Necrotizing pneumonia is a serious complication of pneumonia. Characterized by the formation
of multiple foci of gaseous necrosis alone or with a gas-fluid level < 2 cm in diameter in the lung
parenchyma. It accounts for 0.8-7% of total community-acquired pneumonia cases and up to 20% in VP
children with empyema. Pneumococcus and staphylococcus are the two most common pathogens.

While the incidence of pnemonia in hospitalized children has decreased in countries that have
introduced the pneumococcal conjugate vaccine (PCV), the rate of complicated pneumonia has increased
over the past two decades. The reasons for this epidemiological change are complex, possibly due to:
enhanced diagnostic capacity; changing antibiotic prescribing habits and virulence of bacteria



Most of the pneumococcal serotypes associated with necrotizing pneumonia are not included in
PCV 7, especially serotypes 3, 5, 7F, and 19A. Of these, serotypes 3 and 19A are most closely associated
with necrotizing pneumonia. Serotype 3 has a very thick capsule, resists phagocytosis, and causes a
marked inflammatory response, including leukocyte infiltration with pyogenic necrosis. In contrast, 19A
serotypes are more invasive, may have an advantage over other pneumococcal serotypes in normally
sterile sites and are often resistant to many antibiotics.

Recent studies have shown that staphylococci with virulence factor Panton-Valentine leukocidin
(PVL) cause severe illness in healthy children and adults. In many cases, the staphylococci that produce
PVL are also strains of methicillin-resistant staphylococcus (MRSA). PVL is a pore-performing exotoxin
that activates and then destroys immune cells, neutrophils, and releases harmful substances into
surrounding tissues. Factors associated with mortality were hemoptysis, rash within 24 h of admission,
and peripheral leukopenia <3000/mm3.

(*)GV CAO CAP - BO MON NHI PHYD TP HCM



NHIEM KHUAN DO ACINETOBACTER VA SU’ BE KHANG KHANG SINH

PHUNG NGUYEN THE NGUYEN (*)

Acinetobacter 1a mét trong nhimg tac nhan hang dau gay nhiém khuan bénh vién hién nay. Vi khuan nay
c6 thé gay nhidm khuan duong hd hap, duong tiéu hda, viém mang ndo, nhiém khuan huyét va vét mo;
trong d6 hai nhiém trng nang né va thuong gap nhat 1a viém phai lién quan thé may va nhiém khuan
huyét & nhitng bénh nhan trong cac don vi chiam séc tich cuc. Trong chi Acinetobacter thi Acinetobacter
baumannii thudng gay nhidm trung bénh vién. Mot trong nhimg dic diém ndi troi cua Acinetobacter
baumanii @6 la tinh khang thudc nhanh. Hoi cac bénh truyén nhiém Hoa Ki bao dong Acinetobacter 1a
mot trong 6 mam bénh “ESKAPE” gia ting tinh khang thudc tir ndm 2009. T6 chic y té thé gisi xép loai
Acinetobacter baumanii khéang carbapenem 1a wu tién hang dau trong s6 12 ho vi khuan nguy hiém nhat,

1am ting ganh ning 18n nén y té toan cau.

Theo trung tdm kiém soat va phong ngira bénh tat Hoa Ki ¢ 8.500 ca nhiém Acinetobacter baumannii
khang carbapenem nam 2017 ¢ Hoa Ki. Acinetobacter 1a mot trong 3 tac nhan hang dau viém phoi lién
quan thé may & nhiéu qubc gia chau A. Tai Viét Nam mot s6 nghién cau ghi nhan ti 18 khang carbapenem

80-90%. C6 nghién ciru cho thay ti 1& khang carbapenem 100%.

Trong chan doan ngoai phwong phap ciy dinh danh thong thudng chlng ta con xét nghiém gen va chan
doan bang sinh hoc phan tir, cac gen thuong gap cua ching Acinetobacter baumannii khang carbapenem
la PROXA-23, PBOXA-51 va PROXA-58.

Déi véi nhiém khuan nang do Acinetobacter, dic biét viém phdi bénh vién va nhidm tring huyét, viéc phdi
hop khang sinh gitp lam ting tac dung hiép dong va giam khéang thudc cua vi khuan. Trudc day carbapenem
¢6 hiéu qua trong diéu tri, tuy nhién ti 1& khang ngay cang gia ting. Colistin dwoc xem 12 lya chon cudi cling,
tuy nhién gan day nhiéu nghién ciu cho thiy ampicillin-sulbactam liéu cao mang lai hiéu qua diéu tri, cai thién
ti 1& tir vong hon so véi phac do co colistin; dong thoi giam duoc tac dung phu doc than. Tuy nhién,
Acinetobacter khong ngimg thay déi co ché dé khang khang sinh, do d6 viéc nghién ciru dé tao ra nhirng khang

sinh mai 1a can thiét.



ACINETOBACTER INFECTION AND ANTIMICROBIAL RESISTANCE

A/PROFESSOR PHUNG NGUYEN THE NGUYEN

Acinetobacter is one of the leading pathogens causing hospital-acquired infections nowadays. This can
cause infections of the respiratory tract, gastrointestinal tract, meningitis, bacteremia and surgical site; of
which the two most severe and frequent infections were ventilator-associated pneumonia and sepsis in
critically ill patients. Among Acinetobacter species, Acinetobacter baumannii is the most important
member associated with hospital-acquired infections. A key aspect of A. baumannii physiology is the
propensity to develop rapid resistance. The Infectious Diseases Society of America declared that
Acinetobacter baumannii is one of the most serious ESKAPE organisms that have increased drug
resistance since 2009. The World Health Organization ranked carbapenem-resistant Acinetobacter
baumanii as a top priority among the 12 most dangerous families of bacteria, increasing the burden on
global health.

According to the Centers for Disease Control and Prevention, there were 8,500 carbapenem-resistant
Acinetobacter baumannii infections in 2017 in the United States. Acinetobacter is one of the top 3
causative agents of ventilator-associated pneumonia in many Asian countries. In Vietnam, some studies
shown that carbapenem resistance rates of 80-90%. There are studies showing 100% carbapenem

resistance rate.

Aside from culture is a routine test, molecular tests is also used for diagnosis. Most common genes of

carbapenem-resistant Acinetobacter baumannii strain ®#0XA-23, PROXA-51 va P*0XA-58.

For severe infections caused by Acinetobacter, especially nosocomial pneumonia and sepsis, the
combination of antibiotics helps to increase the synergistic effect and reduce the resistance of bacteria. In
the past, carbapenems were effective in treatment, but the prevalence of resistance is increasing. Colistin
Is considered as a last resort, but recently many studies have shown that high-dose ampicillin-sulbactam
is more effective in treatment, improving mortality than colistin-based regimens; and reduce nephrotoxic
side effects. However, Acinetobacter is constantly innovating the mechanism of antibiotic resistance, so

research to create novel antibiotics is necessary.



Tai liéu tham khao:

1. Nguyén Ha Cham, Phung Nguyén Thé Nguyén, Ngé Ngoc Quang Minh, Tran Diép Tuan, (2020),
"Nhiém khuan bénh vién tai khoa héi stc tich cuc-chéng doc nhi”, Y hoc thanh phd H6 Chi Minh,
24 (2), pp. 26-31.

2. L& Thi Anh Phic Nhi, Nguyén Thanh Bao, (2017) , “tinh hinh khang khang sinh Acinetobacter
baumannii tai bénh vién dai hoc Y dugc thanh phé H6 Chi Minh”, Y hoc thanh phé H6 Chi Minh,
21 (2), pp. 37-41

3. De Oliveira D M P, Forde B M, (2020), "Antimicrobial Resistance in ESKAPE Pathogens", 33
(3), pp.

4. IDSA 2022 guideline, https://www.idsociety.org/practice-guideline/amr-guidance-2.0

5. Munoz-Price L S, Weinstein R A, (2008), "Acinetobacter infection”, N Engl J Med, 358 (12), pp.
1271-1281.

6. LiuJ, ShuY, Zhu F, Feng B, et al, (2021), "Comparative efficacy and safety of combination
therapy with high-dose sulbactam or colistin with additional antibacterial agents for multiple drug-
resistant and extensively drug-resistant Acinetobacter baumannii infections: A systematic review
and network meta-analysis", J Glob Antimicrob Resist, 24 pp. 136-147.

7. (2021), Pediatric Ventilator-Associated Event (PedVAE) Centers for Disease Control and
Prevention (CDC) & National Healthcare Safety Network (NHSN), pp.

8. 1.ShiJ, SunT, Cui Y, Wang C, et al, (2020), "Multidrug resistant and extensively drug resistant
Acinetobacter baumannii hospital infection associated with high mortality: a retrospective study
in the pediatric intensive care unit", 20 (1), pp. 597.

(*) PGS TS . Gidng vién BM Nhi PHYD TPHCM


https://www.idsociety.org/practice-guideline/amr-guidance-2.0

(f IMEXPHARM

By caen kOt gy i dilu

r-h::u"c ' eng rH-JJ

NHIEMlKHUA _JwTAI MUIHONG] @[{@[{Iﬂ?
Jwﬂ"n ;u cam

'J -
’

”

Claminat

Amoxicillin | acid Clavulanic

56 Gidy xac nhan ndi dung thong tin thudc cia B6 Y té: 0068/2018/XNTT/QLD, ngay 27 thang 03 nam 2018,



BACTAMOX"

Amoxicillin | Sulbactam

S6 Gidy xac nhan ndi dung théng tin thude cla B Y Té: 306/2020/XNTT / QLD, ngay 22 thang 09 nam 2020.




TOM TAT : PE KHANG KHANG SINH CUA PHE CAU

TR/NH HONG NHIEN*

Streptococcus pneumonia hay phé cau, 13 nguy@n nhan phé bién nhat cua cac bénh nhiém tring duong hd
hip, méic phai & cong dong. Pay con 13 nguyén nhan thudng xuyén gay ra bénh viém mang nio, nhidm
khuan huyét, viém tai. Vao dau nhimg nam 1990, cac bao cao dau tién vé S. pneumoniae khong nhay cam
véi penicillin (PNSP) bt dau xuat hién ¢ Hoa Ky. Trong nhitng thap ky qua, cac bo céo vé su gia ting
kha ning dé khang cua S. pneumoniae d6i véi penicilin va cephalosporin van tiép tuc

S. pneumoniae khang penicilin dugc x4c dinh theo nong do trc ché tdi thiéu (MIC) cua penicilin. Sy dé
khéng cua S. pneumoniae ddi voi B-lactam 1a do dot bién gen dan dén su thay doi ¢ ba hozc bon trong s6
nam protein lién két vai penicilin trong lwong phan tir cao (PBP). S. pneumoniae dé khang véi macrolide
thong qua hai co ché: dong chay thudc hoat dong (kiéu hinh M) hoac bién dbi ribosome (kiéu hinh MLSP).
Trong khi su dé khang cua S. pneumoniae ddi véi fluoroquinolones chu yéu la két qua cua dot bién gen
parC va gyrA.

ABSTRACT : ANTIBIOTICS RESISTANCE OF PNEUMOCOCCUS

TRINH HONG NHIEN

Streptococcus pneumonia, the most common cause of respiratory infections, is acquired in the community.
It is also a frequent cause of meningitis, bacteremia, otitis media. In the early 1990s, the first reports of
penicillin-insensitive S. pneumoniae (PNSP) began to appear in the United States. Over the past decades,
reports of increasing resistance of S. pneumoniae to penicillins and cephalosporins have continued.

Penicillin-resistant S. pneumoniae was determined by the minimum inhibitory concentration (MIC) of
the penicillin. S. pneumoniae's resistance to B-lactams is caused by a genetic mutation that results in
changes in three or four of the five high-molecular-weight penicillin-binding proteins (PBPs). S.
pneumoniae is resistant to macrolides through two mechanisms: active drug efflux (M phenotype) or
ribosomal variation (MLSP phenotype). While the resistance of S. pneumoniae to fluoroquinolones is
mainly the result of mutations in the parC and gyrA genes.

(*) Thac si, bénh vién Nhi Béng Thanh Phé, nhienpedic@gmail.com. 0944414094,
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