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DISCLAIMER

N&i dung trinh bay chi thé hién quan diém va kinh nghiém cla bao céo vién va
khéng nhat thiet thé hién quan diém hay khuyén nghi cua Pfizer dwéi bat ky hinh
thire nao.

Hinh anh/ndi dung trich dan trong bai bao céo thudc vé bao cdo vién hodc sl
dung b&i bao cao vién.

Pfizer da kiém tra ndi dung dé ddm bao thda mot sb tiéu chuan cu thé nhwng
khédng ddm bdo sw chinh xac trong trich dan tai liéu, va ban quyén hinh anh va
ndi dung trich dan. Pfizer, cac céng ty con hodc cong ty lién két khdng chiju trach
nhiém dwdi bat ky hinh thére ndo cho tinh chinh xac ctia ndi dung bai bao céo.




o Chan doan Aspergillosis phoi xam lan (IPA) trén

bénh nhan nang nhap khoa Héi sirc Tich cuwc

e Cap nhat diéu tri IPA

e Phoi hop khang nam trong IPA: Khi nao va nhw thé nao?

Thoéng tin do BCV cung cép



Nhiém nam Aspergillus xam lan toan cau

ﬁ! Mac 2.1 triéu ca/ nam ICU

Tw vong thé 1.8 triéu

© , ,
Gap nhiéu & BN ICU, COPD, huyét hoc,...
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Denning, David W (2024). The Lancet Infectious Diseases, Volume 24, Issue 7, €428 - €438
-
-
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Chan doan & dieu tri TRE tang tir vong

ASPERGILLOSIS
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Tilé t&r vong (%)

<10 ngay >10 ngay
B Thoi diém bat dau diéu tri khang ndm sau khi khéi phat bénh viém phbi

HRS

. von Eiff M. et al., Pulmonary Aspergillosis: Early Diagnosis ImprovesiSurvival, 1995;62(6):341-7.
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Chan doan

Aspergillosis phoi xam Llan (IPA)

tren béenh nhan nang nhap khoa ICU




S —

chan doan nhiém nam Aspergillus xam lan

) &

1
EUROPEAN RESPIRATORY REVIEW
SERIES

F. LAMOTH AND T. CALANDRA

Immunosuppressive conditions  Supgestive radiological pattern  Positive direct exam or culturein  Positive histopathology (+/- PCR),

{e.g. haematologic cancer, on chest CT {e.g. nodule, mass nansterile sites [BAL, direct exam or cultures in sterile sites
transplantation, treatment with +/- halo sign, air crescent sign, bronchial aspirate or sputum) le.g. lung biopsy or pleural fluid]
immune-modulating agents, efc.] eic) OR AMND

Pasitive galactomannan and/or Evidence of infection

PCR [serum or BAL) (histological, radiological or clinical)

A4 s

r L — e
Lamoth, sis and Treatment.” European Respiratory Review, vol. 31, 2022, article no. 220114.




TIEU CHUAN CHAN DOAN IA THEO EORTC/MSGERC 2020

Clinical Infectious Diseases

MAJOR ARTICLE

Revision and Update of the Consensus Definitions of
Invasive Fungal Disease From the European Organization
for Research and Treatment of Cancer and the Mycoses
Study Group Education and Research Consortium

7 7 ‘ Cac yéu to ky chti nguy co nam xam lan:
» Tiéu chuan chan doan IA theo dong thuan

EORTC/MSGERC (2020): can yéu to ky chu (host
factors) - “probable” hay “possible” IA

1.Gidm bach cau trung tinh
2.Bénh ac tinh huyét hoc
3.Sau ghép (HSCT hoac ghép tang)

> Cac YTNC kinh dién thwong it gap trén BN ICU > - . Xy
Lac i cien thiroms 1t sap tren (U 4.Diéu tri 'c ché mién dich

- can thiét ¢6 tiéu chuan diéu chinh 4p dung cho

BN ICU 5.Suy giam mién dich bam sinh hoac

GVHD.

Donnelly JP. Revision and Update of the Consensus Definitions of Invasive Fungal Disease From the European Organization for Research and Treatment of Cancer and the Mycoses Study Group Education
and Research Consortium. Clin Infect Dis. 2020;71(6):1367-1376




TIEU CHUAN CHAN POAN IA THEO ICU-EORTC/MSGERC 2021

Clinical Infectious Diseases

SUPPLEMENT ARTICLE

EORTC/MSGERC Definitions of Invasive Fungal
Diseases: Summary of Activities of the Intensive Care Unit
Working Group

Matteo Bassetti,'>" Elie Azoulay,** Bart-Jan Kullberg,’ Markus Ruhnke.® Shmuel Shoham,” Jose Vazquez.® Daniele Roberto Giacobbe,' and

Yéu té nguy co kinh dién theo

EORTC/MSGERC - yéu to chu thé ICU

Yéu to cha thé ICU
(1) biéu tri glucocorticoid véi liéu twong dwong prednisone = 20 mg/ngay;
(2) B4t thwong bach ciu trung tinh (thi€u hut b4m sinh hodc < 500 té bao/mm?);

(3) Bat thwong man tinh dwong hé hap (COPD, gian phé quan);

(4) Xo gan mat bu;

(5) Diéu tri thudc rc ché mién dich trong 90 ngay qua (itc ché calcineurin, tc ch€ mTOR, thudc chen
TNF, alemtuzumab, ibrutinib, chit twong tw nucleoside...);

(6) Bénh ly huyét hoc ac tinh / ghép té bao goc tao mau;

(7) Ghép tang dac;

. e

(9) Cim nang hoac viém phoi virus nang khac (vi du COVID-19)

Bassetti M. EORTC/MSGERC Definitions of Invasive Fungal Diseases: Summary of Activities of the Intensive Care Unit Working Group. Clin Infect Dis. 2021;72(Suppl 2):S121-S127



TIEU CHUAN CHAN POAN IA THEO ICU-EORTC/MSGERC 2021

Clinical Infectious Diseases

Can = 1 tiéu chuin trong moi nhém
EORTC/MSGERC Definitions of Invasive Fungal * Visinh
\[/)\;gilz;siz él.rlglllr;ary of Activities of the Intensive Care Unit e LAmSs éng / hinh anh hoc
Matos Besaeet, * Elie Azoulay.** Bart-Jan Kullborg, Markus Rubnke” Shmuel Shoham Jose Vazques." Daniele Roberto Giacobbe, and ¢ Yé,u t6 Chﬁ thé? ICU
Tiéu chi Ndi dung (can = 1 tiéu chuin trong moi nhém)
Bing (1)TB hoc, soi truc ti€p va/hodc nudi ciy c6 hién dién cta Aspergillus spp./ bénh pham duwong
chirng vi HH dwoi;
sinh (2)GM > 0.5 trong mau va/hoac GM > 0.8 trong BALF
(1)Ton thwong dong dac gidi han ro, c6 hoac khong c6 dau hiéu halo sign;
Bing (2)Dau hiéu liém khi;
chitng 1am |(3)Hang;
sang / hinh | (4) Png dic hinh chém, theo phén thiy hoic thiy;
anh hoc (5) Loét khi phé quan, gid mac, nét, mang hoac vay hoai tir phat hién qua noi soi phé quan (thé
viém khi phé quan do Asperygillus)

Bassetti M. EORTC/MSGERC Definitions of Invasive Fungal Diseases: Summary of Activities of the Intensive Care Unit Working Group. Clin Infect Dis. 2021;72(Suppl 2):S121-S127




SOl VA NUOI CAY

> Soi kinh hién vi khéng phan biét chac chan Aspergillus véi cac loai ndm soi khac,
» Cay dwong tinh Aspergillus spp. & bénh pham dwong HH dwéi co thé 1a tinh trang
chiém cw hoa, va gia tri dw doan IPA phu thudc vao YTNC cta vat chu

Table 1. Predictive value of positive Aspergillus sputum cultures for invasive aspergillosis.

Risk Group Aspergillus Infection, %
Acute leukemia 100
Solid cancer 0 , ; .
Neutropenia only 94 Cay du’O’ng tinh ASperglllus
Neutropenia or bone marrow transplant 72 \ A ~ \
Bone marrow transplant only 82 SPP- tw benh pham dU.’O'ng HH
Corticosteroids 63-65 trong IPA cb do nhay thﬁ'p
Antibiotics 39 : -
HIV 14 (35-63%) o dam hoac BALF
Solid organ transplant 56
Chronic obstructive lung disease 15-22
Non-neutropenic, mechanically ventilated, ICU 20

Thompson. Aspergillus Infections. N Engl ] Med. 2021;385(16):1496-1509; Dobias R. Current and Future Pathways in Aspergillus Diagnosis. Antibiotics (Basel). 2023;12(2):385



GALACTOMANNAN
» GM ton tai dwdi ba dang: B
1) Gan vao mang sinh chat

2) Tai thanh té bao noi GM lién két chéo vé&i B-1,3-glucan

Free GM

branched p-(1,3)-glucan

3) Tiétra dwéi dang polymer tw do
» GM la polysaccharide thanh té bao cua Aspergillus dwoc
giai phong trong mau/dich co thé trong qua trinh
phat trién cla soi nim o
> Phat hién GM bang ki thuit EIA/ELISA, hoac cac xét
nghiém tai cho (point-of-care, POC) nhw lateral flow
device (LFD) va lateral flow assay (LFA)

Cross-linked GM

GM c6 thé thuc hién &¢: huyét thanh, bénh pham dwong ho hap,
HRS dich ndo tdy, dich mang phoi, nwéc tiéu

Fontaine T. Galactomannan Produced by Aspergillus fumigatus: An Update on the Structure, Biosynthesis and Biological Functions of an Emblematic Fungal Biomarker. ] Fungi (Basel).
2020;6(4):283; Lass-Florl. Serology anno 2021-fungal infections: from invasive to chronic. Clin Microbiol Infect. 2021;27(9):1230-1241




GALACTOMANNAN HUYET THANH

Cochrane  Trustedeviden
Informed decisions.
% lel’ary Better health. Cochrane Database of Systematic Review

Diagnostic Test Accuracy Review]

5alactomannan detection for invasive aspergillosis in
mmunocompromised patients

fariska MG Leeflangl, Yvette J Debets-Ossenkopp2, Junfeng Wang3, Caroline E Visser4, Rob JPM ScholtenS, Lotty Hooft5, Henk A

Tong quan hé thong Cochrane vé GM
huyét thanh trong chan doan IA & BN
giam bach cau hat trung tinh

* 50 NC trong phan tich gop (5.660 BN,

gom 586 BN probable hoac proven IA)

able 2. Effect of definition of test positivity

Cut-off Analysis Studies (n) Sensitivity (95% Cl) Specificity (95% Cl

0.5 27 0.78 (0.70 to 0.85) 0.85(0.78t0 0.91)
Single sample 13 0.79 (0.69 to0 0.88) 0.80 (0.71 t0 0.90)
Subsequent sam- 14 0.77 (0.67 t0 0.87) 0.88 (0.81t0 0.94)
ples

1.0 8 0.71(0.63t0 0.78) 0.90 (0.86 t0 0.93)
Single sample 4 0.72(0.62 t0 0.82) 0.87 (0.81t0 0.93)
Subsequent sam- 4 0.70(0.59 to 0.80) 0.92 (0.88 t0 0.96)
ples

1.5 15 0.63(0.49t0 0.77) 0.93(0.89t00.97)
Single sample 8 0.64 (0.48 t0 0.80) 0.92 (0.86 t0 0.97)
Subsequent sam- 7 0.61(0.45t00.78) 0.95(0.91 t0 0.98)
ples

HRS * Voicut-off 0.5, nhay 78% (70% dén 85%), dac hiéu 85% (78% dén 91%)
2026

Leeflang MM. Galactomannan detection for invasive aspergillosis in immunocompromised patients. Cochrane Database Syst Rev. 2015;2015(12):CD007394;

Dobias R. Current and Future Pathways in Aspergillus Diagnosis. Antibiotics (Basel). 2023;12(2):385




GALACTOMANNAN HUYET THANH

» Can thwc hién sé'm Kkhi nghi ngo va thwc hién lap lai

» GM mau c6 thé dwong tinh 5-8 ngay trwdc khi xuit hién biéu hién LS hoac hinh
anh hoc

» Giam do nhay:
* Dang diéu tri thuéc khang nam c6 hoat tinh trén nam maoc,
« BN kho6ng gidm bach cau hat trung tinh,
* BN nang nhip ICU, d6 nhay ciia GM huyét thanh gidm con 42%
» GM huyét thanh dwo'ng tinh kéo dai hoac tang hiéu gia goi y tién lwong xau

> + gia: GM tlr ché do an, khang sinh (dwoc san xuat béi Penicillium), da u tuy, truyén
mau nhiéu lan: c6 thé lam GM huyét thanh

HRS
2026

Leeflang MM. Galactomannan detection for invasive aspergillosis in immunocompromised patients. Cochrane Database Syst Rev. 2015;2015(12):CD007394;

Dobias R. Current and Future Pathways in Aspergillus Diagnosis. Antibiotics (Basel). 2023;12(2):385



GALACTOMANNAN BALF

Trusted eviden
Informed decisions.
Better health.

Cochrane
Library

'Diagnostic Test Accuracy Review]

Cochrane Database of Systematic Reviews

Galactomannan detection in broncho-alveolar lavage fluid for invasive
aspergillosis in immunocompromised patients

» Cochrane review: GM BALF trong chan doan IPA &
BN suy giam mién dich (17 NC, 1.634 BN)

» Vé&i cut-off la 1, do nhay 78%, do dac hiéu 93%

> GM giam d6 nhay Kkhi nhiém A. fumigatus so véi
cac loai Aspergillus khac

Cut-off value

No. of partici-
pants

Summary esti-
mates (95% CI)

0.5 ODI (12 stud-
ies)

229 with proven
or probable IA

Sensitivity: 0.88
(95% Cl 0.75 to
1.00)

894 with possible
orno lA

Specificity: 0.81
(95% Cl 0.71 to
0.91)

1.0 ODI (11 stud-

ies)

177 with proven
or probable IA

Sensitivity: 0.78
(95% Cl 0.61 to
0.95)

594 with possible
orno |lA

Specificity: 0.93
(95% C10.87 to
0.98)

> Chi€m cw hda Aspergillus dwong HH c6 thé dan dén dwong tinh gia, dic biét &
BN c6 bénh dwong thé (xo nang, dan phé quan, sau ghép phoi, COPD...).

HRS
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De Heer K. Galactomannan detection in broncho-alveolar lavage fluid for invasive aspergillosis in immunocompromised patients. Cochrane Database Syst Rev. 2019;5(5):CD012399;

Dobias R. Current and Future Pathways in Aspergillus Diagnosis. Antibiotics (Basel). 2023;12(2):385

- Do dac hiéu GM BALF sé giam trén nhém BN nay




Cap nhat diéu tri IPA

Théngtin do BCV cung céap



Cac lwa chon dieu tri Aspergillus xam lan

First line curative treatment:
a switch of antifungal class

iIs necessary in case of
breakthrough infection

Refractory or progressive
invasive aspergillosis

Intolerance to therapy

2026

IDSA

”
L Voriconazole

N

Isavuconazole or
Liposomal

amphotericin B
J

ECIL

r -
Voriconazole or
isavuconazole

'

7

Liposomal
amphotericin B

\

N

J

ESCMID

r .
Voriconazole or
isavuconazole

Liposomal
amphotericin B

\

i Indication of an individualized approach
Therapeutic drug monitoring, switch of antifungal class (liposomal
amphotericin B, caspofungin or combination therapy),
tapering of immunosuppression, surgery

Switch of antifungal class or use of an alternative azole with a

nonoverlapping side -effect profile

NS e

Patterson TF et al. Clin Infect Dis 2016;63(4):e1—e60. Ullmann AJ et al. Clin Microbiol Infect 2018;24(Suppl 1):e1—e38. TissetsFretal. Haematologica 2017;102(3):433—444.




7 \ HOI HO HAP VIET NAM / w
A=Wy HOIHOISUCCAP CUUVA CHONG DOCVIETNAM .

« ISA va VRC: diéu tri bwéc mot cho nhiém

NHIEM N AIVI Aspergillus xam lan
XAM LAN

* Can theo d6i nong do thuoc khang nam trong
diéu tri

Khuyén c4o chan doan & diéu tri nhiém ndm xam l14n - Hoi H6 H4p Viét Nam & Hoi HSCC&CD Viét Nam 2025



CHON LUA THUOC KHANG NAM BAN DPAU

Liver dysfunction
Kidney dysfunction’

DDI / QTcT

Suspected / documented
azole resistance

All green

§

Voriconazole

No

Basal conditions

Mild/moderate
No
No

No

Any blue

2

Isavuconazole

No response 7?3

. 4

Severe
Yes
Yes

Yes

Any red

L ¢

L-amphotericin B2

‘ Switch AF class45

LU LO

I : 1 LamothF, CalandraT. Pu

Combination therapy*

Consider adjunctive
therapy*

» Chirc nang gan

» Chirc nang than

» Twong tac thudc-thudc

» QTc

» Ti 1é khang azole tai dia
phwong

» Khang nam do chung
phéan lap

> Nhiém tac nhan di kém

(Mucor, Candida...)

aspergillosis: diagnosis and treatment. Eur RespirRev2022;31:220114[DOI:10.1183/16000617.0114-2022].



Trich dan dugc bién tap dé
khéng bao gbm thong tin

ngoai nhan dugc phé duyét

HRS
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Epelbaum O. Treatment of Invasive Pulmonary Aspergillosis and Preventive and Empirical Therapy for Invasive Candidiasis in Adult Pulmonary and Critical Care Patients: An Official American Thoracic Society Clinical

PHOI HOP THUOC KHANG NAM

Table 1. Characteristics of Studies Included in Question 1

Study ID

Marr et al.,
2004 (15)

Upton et al.,

2007 (19)

Pagano et al.,
2010 (16)

Raad et al.,
2015 (17)

Marr et al.,
2015 (18)

Population

IPA cases who received
salvage therapy after
hematopoietic stem cell
transplant or cytotoxic
chemotherapy for
hematologic malignancy

IPA cases who received
primary therapy in patient
with hematopoietic cell
transplant

IPA cases who received
primary therapy in patients
with acute myeloid leukemia

IPA cases who received
primary or salvage therapy
in patients with
hematological malignancies

IPA cases who received
primary therapy in patients
with hematologic
malignancies and
hematopoietic cell transplant

Combination

Regimen Comparison Study Design

Voriconazole plus Voriconazole Retrospective
caspofungin

Voriconazole plus Voriconazole Retrospective
caspofungin

Voriconazole plus Voriconazole Retrospective
caspofungin

Voriconazole plus Voriconazole Retrospective
caspofungin

Voriconazole plus Voriconazole Randomized, double-

anidulafungin

blind, placebo-

controlled multicenter

trial

Outcomes

3-mo IPA attributable
mortality after
salvage therapy

3-mo IPA attributable
mortality after
primary therapy

4-mo IPA attributable
mortality in patient
receiving first-line
target therapy

3-mo IPA attributable/
all-cause mortality
after primary
therapy, 3-mo IPA
attributable/all-death
mortality after
salvage therapy

3-mo mortality in mITT
population, 6-wk
mortality in mITT
population (mITT:
only probable and
confirmed IPA)

Definition of abbreviations: IPA = invasive pulmonary aspergillosis; mITT = modified intention to treat.

Practice Guideline. Am | Respir Crit Care Med. 2025:211(1):34-53



TABLE 3 Antifung

oar the treat 1t of pulmon

Antifungal
class

Dosage

Guidelines ERS 2022 cho TMD:

» Vori can TDM thuong quy,
- Isavuconazole thi khéng can theo doi thu’o’ng quy

Amphotericin B
colloidal

Triazoles

" .

L= =l Te1n =T ] gy
6 mg kg ' once daily
fintravenous only]

Therapeutic use

Treatment of IFA ,Lprl'\..-llege liposomal
amphotericin B if available)

Comments

Azpergiflius terreus

Itraconazole

Voriconazole

Posaconazole

Isavuconazole

200 mg once daily or twice
daily {intravenaous or aral)
TDM recommeaended (target:
Ctrnugh: 11— mg"L_LJ
Intravenous: & mg-kg™ " twice
daily (D1), then 4 mg-kg™*
twice daily
Cral: 400 meg twice daily (D1},
then 200-300 mg twice daily
TDM recoammended (target:
Crrough: 1—5 mg-L—™")
Intravencus or oral tablets:
00 mg twice daily (D1}, then
300 mg once daily
Oral suspensiaon: 200 mg three
times daily
TDM recommeaended (target:
Ciraught =1 mg- L™ " for therapy
and =0.7 mg-L~ ! for
prophylaxis)

200 mg three times daily
(D1-2Z}, then 200 mg once daily
TDOM not routinely
recommendeaed (may be

-

Echinocandins

F

2vco

Caspofungin
Anidulafungin

Micafungin

Treatment of CPA

Treatment of IFA (first choice)
Treatment of CPA

Frophylaxis or treatment of IFPA
Treatment of CPA [ privilege itraconazole
or woriconazole)

Oral suspension should be avoided or
limited to prophylaxis { privilege
intravenous formulation or oral tablets)

Treatment of 1IPA
Treatment of CPA [ privilege itraconazrole
or woriconazole)

Monitor hepatic tests (ALT, AST, ALP,
GGT, bilirubin)

Monitor ECG (QT interval, in
particular voriconazola)

DDIs {in particular voriconazole)

Consider alternative therapy for
Aspergilius calidowstus or cryptic
species of section Fumigati (e.q.

Aspergilfus lentuwlus)

Tomg (D1), then S0 mg oncea
daily (intravenaous only)
200 mg (D1), then 100 mg once
daily (intravenaous only)
100 meg once daily {intravenous
orily)

Treatment of IPA as monotherapy (third
choice after triazoles and lipid
formulations of amphotericin B)
Treatment of IPA in combination with
triazoles [(severe cases and/or positive GMM;
azrzole-resistant Aspergilius fumigatus

Trich dan dudc bién tap dé khéng bao gom
théng tin ngoai nhan duoc phé duyét

aspergillosis: diagnosis a eatment. Eur Respir Rev 2022; 3 114 [DOI: 10.1183/16000617.0114-2022]




Tom tat
« D&i tugng nguy co nhiém IPA trong ICU, ngoai BN suy gidam MD huyét hoc, luu y BN
nhiém cim, COVID-19, bat thudng man tinh dudng hd hap va xo gan

e Chan doan khé khan, kho c6 tiéu chuan vang, can yéu té nguy co, lAm sang, hinh anh

hoc va vi sinh
e Thuc hién XN Galactomannan huyét thanh (cut off >0.5), BALF (cut off > 0.8- 1)
e Voriconazole va Isavuconazole la lwa chon budc moét
« Can theo doi nong do thudc khang nam: voriconazole thuong quy > Isavuconazole
e Chon lva khang ndm dua vao suy co quan (gan, than), twong tac thudc

* Phoi hgp khang nam trong tinh huéng kém déap Ung, nang va phuc tap

HRS
2026

Théng tin do BCV téng hap

l =
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