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JAMA 0 Figure 1. Selection of Individuals With Gram-Negative Bacteremia (GNB) for the Target Trial Emulation

1937 Individuals with GN8

Original Investigation | Infectious Diseases 994 Did not meet Inclusion criterta

Early Switch From Intravenous to Oral Antibiotics for Patients With Uncomplicated e e
Gram-Negative Bacteremia | e rvove ot ks

119 Did not recetve adequate empirical antibiotic
Sandra Tingsgard, MD; Simone Bastrup Israsksan, MD, PhD; Henrik Levendah Jargensen, MD, PhD: Christian @stergaard, MD, DMSc: Thomas Benfield, MDD, DMSC treatment within 24 h of blood sample collection

75 Polymicrobial Infection
41 Susceptibility report available after index date
8 Hard-to-treat pathogens

* 914 unkomplike Gram-negatif bakteriyemi
* Cokmerkezli, 3 yillik

\
943 Eligible individuals

29 Exctuded for stopping antibiotic treatment
before index date

* ilk kan kx sonrasi 4 giin icinde orale gecis vs en az 5 giin siiren 914 Incladed nthe stuy
parenteral tedavi
Y I . . 433 Assigned to early switch to oral 481 Assigned to continuing IV
* Kan kx pozitifliginden sonraki 24 saatte parenteral tedavi st ueament ot eament

baslanmasi
* 4 glnicinde ADT sonucuna ulasiimasi

« Immunsupresyon

¢ Kaynak kontroli saglanamamasi

* Acinetobacter, Burkholderia, Pseudomonas,
Brucella ya da Fusobacterium spp.
Polimikrobiyal infeksiyon

* Kan kx sonrasi 4. giinde klinik stabilite

* 90 gunlik mortalite -



Table 3. Inverse Probability-Weighted 90-Day Risk of All-Cause Mortality Among Individuals
With Gram-Negative Bacteremia Continuing IV Antibiotic Therapy vs Early Switch to Oral Antibiotic Therapy

90-d Risk of all-cause mortality, % (95% Cl)

Continuing IV 90-d Risk difference  90-d Risk ratio
Analysis Early oral switch treatment (95% CI) (95% CI)
Intention-to-treat 9.1(6.7-11.6) 11.7 (9.6-13.8) -2.5(-5.7t00.7) 0.78 (0.60to0 1.10)
Per-protocol 9.6 (6.7-12.4) 9.7 (7.6-11.8) -0.1(-3.4t03.1) 0.99(0.70 to 1.40)

Figure 2. Weighted Survival Curves for Individuals Who Continued or Switched to Early Oral Antibiotics
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Continuing IV treatment 481 367 346 340 333 327 323 319 318 315

Early switch to oral antibiotics 433 381 378 375 371 370 366 365 360 360

Orale gecilen ve IV
devam edilen
hastalar arasinda
mortalite acisindan
fark yok.
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Original artcle Enterobacterales bakteriyemi

Switch to oral antibiotics in Gram-negative bacteraemia: a
randomized, open-label, clinical trial

Table 2 | Assessed for eligibility (n = 1,476)
Infection and antimicrobsal therapy variables Q0 a
L * 3-5gunlV tedavisonrasi -
Variable IV CGroup (n = 85) Oral Group (n ~ 89) .. . Hﬂ.flulﬂtmmm (= 1,040)
s " (o S * En az 48 saat klinik stabilite - inclusion criteria
11 bacteracmia score (0-1) { ) « Patients age 218 years (n = 3)
Source of bacteraemia . . - . . N
Uy s st *  Kaynak kontrold  Surcepil o ot st - 300
::::J.M“mm' _:‘:;!?” :ﬁg:; = Able to take aral medication {n = 106)
Wimary bacseraeonls 8(9%) 7 (8%) * Afabrila for 248 hours (= 364]
Respiratory tract 2 (23) 8 (9%) * Gebelik » Hemodynamicallystate for 248 ours n = 383
Skin and soft tissue 2(2%) 0(0%) . m“ﬂ'ﬂ'm“ o \ {n=261]
;“:‘“m e ;:‘:; ‘;(ft’ ¢ EndOkardlt = Alergy 1o u'uezn.:ilable oral agents | = B]
ther 4 (2%}
" e . . . . = Pregnancy |n = 8]
Snterobasserales spedes e o * Santral sinir sistemi enfeksiyonlari - Indeiton tvearcits (a =)
240 W S
o halad pelodyalys >y H g | Py tem infection (= 31)
Klebsiella species 22(26%) 20(2%) . Camtral nervous sy
Enmobmm'x:pa-m 6(7%) 6(7%) lmmunsupresyon" L) * Terminal underlying illness with expected survival of <14 days {n = B5)
Citrobacter species 1(1%) 0(0%) - = Absolute n_eu‘tmpl'ul count £1.0x10%L [n =14
Proteus species 0(0%) 101%) Eligible for enrollment (n = 436) = Hematopoietic ar salid organ transplantation within £90 days (n = 10)
Serratia marcescens 1(1%) 101%)
ESBL-producing organism” 17/84 (20m) 11/88 (13%)
Device in place at the time of bacteracmia Net anrciled (n = 262)
None 67 (80%) 66 (75%) # | + Declined by primary physician (103)
Urinary device 13{15%) 12(14%) = Declined 1o participate |T78)
fclmul venous :nms 2(2%) 2(211 + Incapacitated, no nest of kin available [13]
filiary stent or drain 1(1%) (6%) « Earhy haspital discha 55
Trachcostomy 1(1%) 0(0%) d . ':::Ed mﬁ: l_ltwc:sﬂ t.n; (a
Source control required” 18(21%) 28(31%) ) _ e randnmizatan windaw
Days ol pre-randomasation active IV 4 (3-5) 4(3-5) Randomized (n = 174]
antimrobial therapy®
Pre-randomization antinucrobial ther .lpy"
P-lactam/f-bactamase inhibitor  19(22%) 27 (30%) + 1
combination
Carbapenem 40(47%) 27 {30%) ITT populatian T population
Cephalosporin 26(31%) 34(38%) IV Groug [n = B5) Oral Growp (n= B3)
Fluoroquinolone 0(0x) 1(1%)
Trimethopam/sulfamethoxazole 0 (0%) 00%) . i . .
Post-randomization antimicrobial therapy’ * Did ot receive the assigned intervention and « Did not receive the assigned intervention [n = 2)
) ; ; poe = - .
flactam/f-Lactamase inhibitor 15(18%) 27 (30%) does nat have a documented sutcome {n = 1 + Does nat have 3 documented autcame (n = 4)
combination = Does not hawe a documented outcome (n = 2)
Carbupenem 23(27%) 0(0%) L4 L i
Cephalosporin 44(52%) 31(35%) i i
Fluoroguinoloe 2(8%) 17 (19%) T popelstion miTT popubation
Trimethopam/sulfamethaxazole  1(1%) 14 {16%) I Growp: [n = 8] Oral Group (n= B3)
Total duration of antimicrobeal 11(8-14) 14{11-16)

therapy (d)*
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Original article

Switch to oral antibiotics in Gram-negative bacteraemia: a Orale geg|§ IV tedavi devamina gore NON-INFERIOR

randomized, open-label, clinical trial

Table 3
Primary and secondary outcomes

Outcome Population IV Group Oral Group Difference (95% CI)"

Treatment failure within 90 d ITT” 24 (28.2%) 22 (24.7%) —3.7% (—16.6% to 9.3%)
mlTT 21 (25.6%) 18 (21.7%) —3.7% (—16.6% to 9.2%)

90-d all-cause mortality T’ 6 (7.1%) 7 (7.9%) 0.8% (—7.0% to 8.6%)
miTT* 3 (3.7%)" 3 (3.6%)° —0.04% (—5.8% to 5.7%)

Additional antimicrobial therapy ITT” 13 (15.3%) 8 (9.0%) —6.8% (—16.1% to 2.6%)
miTT 10 (12.2%) 4 (4.8%) =7.1% (—15.5% to 1.3%)

Microbiological relapse T 13 (15.3%) 10 (11.2%) —4.1% (—14.1% to 5.9%)
mITT" 10 (12.2%) 6 (7.2%) —4.8% (—14.0% to 4.3%)

Infection-related re-admission ITT" 12 (14.1%) 19 (21.3%) 7.2% (—4.0% to 18.3%)
miTT 9(11.0%) 15(18.1%) 7.5% (—3.1% to 18.1%)

ITT, intention-to-treat; IV, intravenous; mITT, modified intention-to-treat.
Group differences expressed as the Oral Group minus the IV Group, adjusted for urinary source of bacteraemia.

ITT IV Group (n = 85), Oral Group (n = 89).
mlITT IV Group (n = 82), Oral Group (n = 83).

[T = N TR = i -]

Gastrointestinal bleeding (n = 1), COVID-19 (n = 1), and cancer (n = 1).
End-stage liver disease (n = 1), and COVID-19 (n = 2).
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versus continuing intravenous therapy

for uncomplicated Gram-negative
bacteraemia (the INVEST trial): study protocol
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Early Oral Step-down Antibiotic Therapy for Uncomplicated Gram-negative Bacteraemia



Efficacy and safety of an early oral switch in low-risk @+\ ®
Staphylococcus aureus bloodstream infection (SABATO):
an international, open-label, parallel-group, randomised,

controlled, non-inferiority trial

Achim | Kaasch, Luis Eduardo Lapez-Cortés, Jesus Rodriguez-Baio, fosé Miguel Cisneros, M Dodores Novarro, Gerd Fatkenhever, Norma jung,
Stegbert Rieg, Raphael Lepewle, Laetitia Coutte, Lovis Bernard, Adrien Lemaignen, Katrin Kosters, Colin R MacKenzie, Alex Soriano, Stefan Hogel,
Bruno Fantin, Matthieu Lafaurie, fean-Philippe Takarmin, Aurélen Dinh, Thomas Guirnard, David Boutodle, Tobias Welte, Stefon Reuter,

Jan Kluytmans, Maria Luisa Martin, Emmanuel Forestier, Hortmut Stocker, V:vgmu' Vitzat, Pierre Tattewn, Anna Rommerskirchen, Marion Novet,
Anne Adams, Winfried V Kern, Martin Heffmich, Harald Seifert, for the SABATO study group®
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* >5000 hasta taranmis = 213 hasta alinmis
* Diisiik riskli / komplike olmayan SAB
e 5-7 gun IV tedavi sonrasi orale gecis

Gruplar dengeli
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MRSA orani iki grupta da diistik

Intention-to-treat population  Clinically evaluable
population

Oral switch Intravenous Oral switch Intravenous

group (n=108) group (n=105) group (n=86) group (n=79)

Age, years 64-4(16-8) 62.6 (17-6) 62.4(171) 62-1(17-8)
Sex
Male 71 (66%) 77 (73%) 59 (69%) 58 (73%)
Female 37 (34%) 28 (27%) 27 (31%) 21(27%)
BMI, kg/m’ 27:6(67) 256 (54) 27-4(6:5) 261(53)
Time in hospital before 10(7-14) 11 (7-15) 10 (7-13) 10(7-13)
randomisation, days
Intervention to remove or drain 9 (8%) 14 (13%) 5(6%) 10 (13%)
infective focus

CRP at baseline visit, mg/L* 35(13-70)%;13  23(10-59);15 35(14-64);11 20(11-52);13
Resistance of Staphylococcus aureus isolate

Clindamycin 12 (12%); 4 11(11%); 5 10 (12%); 4 7(10%); 5
Co-trimoxazole 1(1%); 2 3(3%)1 0(0%); 2 2(3%)
Focus of infection
Peripheral venous catheter 47 (44%) 46 (44%) 41 (48%) 35 (44%)
Central venous catheter 24 (22%) 25 (24%) 18 (21%) 16 (20%)
Skin and soft-tissue infection 26 (24%) 22 (21%) 19 (22%) 19 (24%)
Othert 5(5%) 4(4%) 4(5%) 3 (4%)
Not identified 6(6%) 8 (8%) 4(5%) 6 (8%)
Comorbidities
Moderate or severe liver disease 11(10%) 4(4%) 8 (10%) 2(3%)
Chronic renal failure 17 (16%); 1 18 (17%) 10 (12%);1 12 (15%)
End-stage renal disease 9(8%);1 5(5%) 5(6%)1 4 (5%)
Chronic lung disease 14 (13%); 1 17 (16%) 10 (12%) 11(14%)
Diabetes without end-organ 25(23%) 18 (17%) 21(24%) 11(14%)
damage
Diabetes with end-organdamage 19 (18%) 10 (10%) 13 (15%) 9 (11%)
Any immunosuppressiont 16 (15%) 16 (15%);1 12 (14%) 14 (18%);1
Charlson Comorbidity Index 3(1-5) 3(1-4) 2(1-4) 3(1-4)
Intravenous antimicrobials before 6(6-7) 6 (5-7) 7(6-7) 6(5-7)

randomisation, days
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Figure 2: Estimates of cumulative incldence from the date of the first positive blood culture for the intention-to-treat population

Intention-to-treat population Clinically evaluable population

Oral switch Intravenows Percentage-point Oirall switch Intravenaous Peroentage-point
groug (n=108) grougs (n=105)  difference (95% CT) group (n=86)  group(ns=7g9)  difference (95% C1)

Reason primary outcome was met

Deep-seated infection with — 5(5%) B(8%) -16(-9-0105.8)

Saureus

=30 (-1 4 to 44) 3(4%) 4(5%)

Missing cutcome data (7% 5{5%) 27 (47 to 10-0)
Attributability of death Ti3%) 1{1%) 18 (-27ta b4)
non-evaluable
Secondary endpoints
Length of hospital stay from S4B 12 (9-19) 16(10-19) -2 (-4to0kp=0043"  11(9-16) 15(10-18) -2 =S to0) ps0020*
onset, days
Participants with comphcations of intravencus adrministration
Ay complication Gig%); 11 17 (17%) S -79{-17-6to 1.9) B(TH): 3 13 (17%); 2 -8.5(-205kt015)
Chemical phiebitis 7 g -2:1{-10-1 10 5.9) 5 B -43(-1381052)
Infectious thrombephlebitisor 0 2 =19 {-55017) L1 ] =25(-7-2to 2-2)
phiebitis
Othert z ] -39{-99102-2) 1 3 -26(-B:6103.4)
Participantswith Clostridiim 22wk 8 2{2%) 7 -0-1{-3-8t03-6) (%) 7 1{1%k5 11{-4-0to 1)
diffieile infection§

Durta are i (%), median (IGR), r (%); missing, or Kaplan-Meier estimate (SE); number of deaths, unbess specified otherwise. SAB=Staphlococcus aurews bloodstream infection.
* Dt are median difference (95% (). fComplications of intrrvenous administrations might be ciused by study drug or sther intravenous medicstians. Hn the intenticn-to-
treat population, ather complications of intravenous therapy were haematoma (n=1) and inflammation at a previous peripheral catheter insertion site (=1} in the oral
switch group and extravasation (n=11, refusal of renewed catheter placement (n=3), and dogged intravenous access (n=2) in the intravencus group. SWksing participants
woere those with diarthoea that did mot undengo C difficlle testing and were corsidered negative for statistical analysis.

Table 2: Primary and secondary cutcome variables for the intention-to-treat and dinically evaluable populations
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Unkomplike SAB
ik kan kxden 48-96 saat sonra alinan takip kan kiiltiirlerinin

. y negatif olmasi
A Narrative Review of Early Oral Stepdown Therapy for *  Uygun tedavi sonrasi 72 saat icinde atesin diismesi

the Treatment of Uncomplicated Staphylococcus aureus - iE ekartasyonu
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Bacteremia: Yay or Nay? *  Protez/implante cihazlarin bulunmamasi
Michael Dagher,' Vance G, Fowler Jr.,' Patty W. Wright,? and Milner B. Staub™* ° Meta Statlk enfeksiyon odakla rinin ol mamasi
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Table 2. Details of Study Arms, Outcomes, and Antibiotic Administration for Published Studies Describing Oral Antibiotic Therapy for S. aureus Bacteremia

Author & Year Study Arm Study Arm Outcome Standard Therapy Arm Standard Therapy Outcome Quicome Analysis Days IV Before PO Switch

Linezolid .k,

Stovens ot al Linezolid 600 mg IV twice 9/16 (60.0%) of evaluable MRSA Vancomycin 1 g IV 7/10 (70.0%) of evaluablo MRSA bacte Spoecific infor Statl .

1291 daily — change to linezolid bacteremia achieved clinical cure twice daily remia achieved clinical cure linezohd ro,

2002 GO0 mg PO twice daily at istration o ama
investigator discretion, at not given
least 7 days Yﬂksek

Mosse et al, Linezolid oral or IV 600 mg 18/21 (85.7 %) clinically evaluable — . "k

(30] twice daily (adult); 10 mg/ bacteremic patients achieved b|yoyararlan|m

2002

Birmingham

kg oral or IV (padiatric
or <40 kg)

Linezolid oral or IV 600 mg

chnical cure

16/31 evaluable; 12/16 (63.2%)

LINEZOLID

et al twice daily (adult); 10 mg/ achieved chnical cure; 10/14 ° o o o o . ° P oo
31 k. | Vv ( chat (71.4% zrobiol I
j311 Ko cvaticr IV ik ) microbiological cure Unkomplike SAB tedavisine klinik ve mikrobiyolojik kiir
Wilcox at al, Linezolid (IV—PO) 600 mg 13/15 (86.7%) SAB patients Toicoplanin (IV—<IM) 9/18 (509
132) twice daily achieved clinical cure with ical cul
2004 linezold
. . o .

shorreral.  ENNSSENVGENSEGEOOIS 25/ (00%) of ITT SAB achieved  (NGSNWGENNGN 2570 (d IV tedavi sonrasi linezoild PO verilen hastalar
133]) twice daily clinical cure; 14/26 (56 %) of twice daily ical cul ° °
2005 evaluable MRSA bacteremia remia i O - 0

achieved clinical cure; (739%) N N I N FERI R

41/59 (69%) achieved microbiolog T . o t t t

edavisi parenteral tamamlanan hastalar
Wilcox et al. Linezolid 600 mg (route not 38/52 (75.0%) SAB and 22/28 Vancomyein 1 g twice 29/42(69.
1341 specified) (88.09%) MRSA bactaeremia daity with option to MRSA pacieramia acnievea clinicat Was —1£..3 10 £4.£ TOr INBZONA route o1 aamin-
2009 achieved clinical cure; 46/56 change to exaclllin cure; 35/42 (83.39%) SAB; 18/21 MRSA bacteremia, -10.4 istration or duration was

(82.19) SAB: 21/26 (80.8%) 2 g IV or dicloxacillin (85.79%) MRSA bacteremia achieved to 34.0 for SAB, -16.3 10 not given for SAB patients

MRSA bacteremia achiaved mi- 500 mg oral every 6 microbiological cure 13.9 for MRSA bacteremia,

crobiclogical cure hours for MSSA —-26.2 10 16.4 for microbi-

ological cure; P values for
these analyseas not provided

Usery et al Linezolid 600 mg twice daily 12/15 (B09%) had complicated bac- Vancomycin IV 48/64 (88 9%) of vancomycin and P w 9624 for clinical cure, —
|135) IV or PO not specified) teremia; 915 (60%) achieved 51/53 (96.29%) daptomycin patients P w 8777 1or microbio-
2015 chnical cure; 14/14 linezolid had complicated bacteremia; 31/63 logical cure; P« 0186 for

{(1009%) achieved microbiological (58.59%) dapromycin and 33/64 mortality

cure; 6/15 (40%) Iinezolid dred (61.19%) vancomycin achieved clinical
cure; 44/47 (93.56%) daplomycin
and 45/60 (909%) vancomycin
achieved microbiological cure; 10/53
(18.9%) daptomycin and 5/54 (9.3%)
vancomycin died
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A Narrative Review of Early Oral Stepdown Therapy for * IVOS - Kinolon yada kinolon+rif

the Treatment of Uncomplicated Staphylococcus aureus . . o oo e
Bacteremia: Yay or Nay? » Kanitlar linezolid ¢alismalari kadar giicli degil

ket Saghs Yemce & fmer . Pty W gt nd M8 « Sekonder sonlanimlar yeterince degerlendirilmemis

A o Serotes Fesomh. Fousanon s Ol Cortm IGIET Trweciee Voley HoaXicae Syvea Yotaarw Heaat Adsestunn Nedwile Turrecws 5A . Kinolon Iar igin monoterapide direng gelisim ihtimali !!
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Fluoroguinolones Linezolid ya GE
Bouza et al. Ciprofloxacin IV, IV—s PO or 2/2 (100%) achieved clinical cure — — konvans iyonel \Y)
[37] PO; for IV, doses ranged aq
1989 from 200 to 400 mg daily; tedaviyi tolere

for PO, doses ranged from edemeyen hastalarda

| IR BN T _ B kinolon+ rifampisin

Dworkin et al. Ciprofloxacin 300 mg IV + ri- 5 patients were lost to follow-up — — 95% Cl for clinica | if olabilir!
[8] fampicin 300 mg PO twice without record of readmission; 76%-100% alternatif olabilir!
1989 daily for 7 days changed 5 patients readmitted with other

to ciprofloxacin 750 mg infections or re-infection

PO + rifampicin 300 mg PO
twice daily for 21 days

Heldman et al. Ciprofloxacin 750 mg PO +ri-  18/19 {94.7%) achieved microbio- Oxacillin 2 g IV every 22/25 (80.0%) achieved microbiolog- Odds ratio for microbiological Oral ciprofloxacin + rifampin

[9] fampin 300 mg PO twice logical cure 4 hours or vanco- ical cure treatment failure (oral vs began on admission
1996 daily mycin 1 g IV twice SPT) was 0.4 (95% ClI, 0.01
daily + gentamicin IV to b.b; P=.6)
for first b days
Schrenzel et al.  Fleroxacin 400 mg PO 15/19 (79%) catheterrelated Flucloxacillin 2 g IV 10/11 (91%) catheterrelated SAB, 4/5 Relative risk was 0.8 (95% Fleroxacin + rifampicin oral
[38] daily + rifampicin 600 mg SAB; 10/11 (91 %) primary SAB every 6 hours or (809%) primary SAB achieved clinical Cl, 0.4 10 1.3; P=.81), therapy was started
2004 PO daily achieved clinical cure; 15/19 vancomycin 1 g IV cure; 9/10 (90%) catheter 1.4 (95% Cl, 0.3 10 5.9; on admission or after
(79%) catheterrelated SAB twice daily related SAB and 5/5 (1009%) primary P=54), 0.8(95% Cl, 0.5 to up to 24 hours of IV
and 10/10 (100%) primary SAB SAB achieved microbiological cure 1.3; P=.63), and undefined fleroxacin + rifampin
achieved microbiological cure {P=_33) therapy
Beganovic et al.  Levofloxacin or moxifloxacin Of 32 patients for whom patient Nafcillin, oxacillin, or Of 32 patients for which patient char Hazard ratio of 1.33, with 95% Specific information
[39] (administration route and characteristics were balanced, cefazolin IV (dose acteristics were balanced, there was Cl of 0.30 to 5.96| about levofloxacin or
2019 dose unknown) there was no difference in time unknown} no difference in time to mortality moxifloxacin route of
to mortality administration or duration

was not given



S. aureus bakteriyemilerinde (SAB) oral tedaviye gecis

* Oneriler unkomplike SAB icin
* Unkomplike [ komplike ayrimi?
* Unkomplike tanimi ne kadar gui¢la?

* Sonradan saptanan metastatik odaklar?
* Rassumen ve ark. > RKT, unkomplike degerlendirilen hastalarin 1/3’tinde sonradan fark edilen metastatik odaklar

e Goruntuleme yontemleri yeterli mi?

SAB’ta sorun oral tedaviye gecis degil;
Hastanin ‘unkomplike’ olmadigini giivenle sdyleyememek \

N\
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Early Oral Antibiotic Switch in Staphylococcus aureus
Bacteraemia: The Staphylococcus aureus Network Adaptive
Platform (SNAP) Trial Early Oral Switch Protocol

Dana de Kretser,"* Jocelyn Mora,”™* Max Bloomfield,* Anita Campbell,** Matthew P. Cheng.*** Stephen Guy,*’* Mcnoloia Hensgens,****

Shirin Kalimuddin,™'"* Todd C. Lee,""** Amy Legg.'*"** Robert K. Mahar,'*'** Michael Marks,'"*™* Julie Marsh ™*

Anna McGlothin,”"** Susan C. Morpeth,””*" Archana Sud.”* Jaap Ten Oever,”” Dafna Yahav,™*" Marc B ** Asha C. B "* Nick D e
Sebastinan J. van Hal, ™" George S, Heriot™* Roger J, Lewis.”'™ David C. Lye, ™ ™" Zos McQuilten,” ™" David L. Paterson, ™"

J. Owen Robimson, ™7 Jagom A. Roberts"* > %45 Marthew Scarborough.”* Steve A. Webh,“* Lynds Whiteway.”

Steven Y. C. Tong,2* Joshua S. Davis,“** Genevieve Walls. Z*** Anna L Goodman,'““*%. the SNAP Early Oral Switch Domain-Specific Working
Group® and SNAP Global Trial Steering Committee® for the SNAP Trial Group

e Klinik stabil SAB hastalari
» 77 merkez, hedef 1000 katilimci

* Primer sonlanim; 90 ginluk mortalite

* Komplike ve unkomplike SAB
* Antibiyotik secimi

* Kombinasyon tedavisi..

36% of Screened Patients
Enrolled into the Core
Platform

+ +
Participants enrolled at Day 7 (t 2 days) Participants enrolled at Day 14 (t 2 days)
10% 11%
Inclusions not met: Inclusions not met:
1%  Patient is not alive 10%  Patient not available for screaning
3%  Patient is not available for screening 8% Mo clearance of SAB by Day 5
22% No clearance of SAB by platform Day 2 5%  Not afebrile for past 72 hours
11% Mot afebrile for past 72 hours 20%  Site Pl determined source confrol not
52%  Primary focus not line related or skin and adequate
soft tissue with source conftrol achieved ’
27% Evidence of metastatic foci Excluslons met:
. 5% Fatient did not consent to domain
Exclusions met: 4%  Adherence to oral agents unlikely
5%  Patient did not consent to domain 3% Unreliable gastrointestinal absorplion
3%  Adherence to oral agents unlikely 1% Mo appropriate oral antibiotics
3%  Unreliable gastrointestinal absorption 5%  Ongoing IV antibictics unsuitable
0% Mo approprate oral antibiotics 1%  Clinician deemed inapproprate for EOS
2%  Ongoing IV anfibiotics unsuitable but otherwise eligible
2%  Clinician deemed inappropriate for EOS but 28%  Clinician deemed inappropriate for EOS
otharwise eligible and otherwise ineligible
22% Clinician deemed inappropriate for EQS 10%  Sufficient duration of antibiotic therapy
and otherwise ineligible already provided
1%  Patient unwilling to participate in domain 3% Patient unwilling to participate in domain
1%  Sufficient duration of anlibictic therapy T Secreening completed after D16
already provided 14%  Efigibility pending
7%  Presence of prosthetic cardiac valve,
pacemaker or other intracardiac implant
5%  Known presence of intravascular clot, graft
or other infravascular prosthetic malenal
7%  Current intravascular/intracardiac infection
5%  Presence of other intracardiac
abnormalities fell to pul patient at increased
risk of endocarditis
5%  Screening completed after D9
7%  Eligibility pending
Figre 1. SMAP CONSORT as of 21 August 2023, Abbreviations: CONS0RT, Consoladated Standards of Raporting Tnaks; EOS, early oeal swatch; IV, intrawendus; PI, principal

amwestigator, SAB, & awevs bactoraemia; SHAP, 5 aweus Network Adagiive Platform
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Oral switch antibiotic therapy in uncomplicated Enterococcus faecalis
bloodstream infection

Sarah Al Mansi ¢» *?*, Margaret Pokalsky’, Katherine Turnley’, Andrew Freeman’, P. Brandon Bookstaver (& **,
Joseph Kohn”, Hana R. Winders (9 “, Sarah Withers® and Majdi N. Al-Hasan ¢ *?

TUniversity of South Carolina School of Medicine, Colurmbia, SC 20203, USA; “Department of Internal Medicine, Division of Infectious
Diseases, Prisma Health Midlands, Columbia, SC, USA; "Department of Clinical Pharmacy and Outcomes Science, University of South
Carolina College of Pharmacy, Columbia, SC, USA; “Department of Pharmacy, Prisrmma Health Midlands, Columbia, SC, USA; *Department of
Pharmacy, Prismma Health Upstate, Greenville, SC, USA

1.0
* 131unkomplike E. faecalis bakteriyemisi —T:_—‘*

 Uriner odak = %35 g ot
g 0.6
* Tum nedenlere bagli mortalite ve tedavi basarisizlik oranlari §
arasinda FARK YOK 2 04
_§
v 0.2
0
0

Oral switch therapy

1

a

-

Standard intravenous therapy

Log-rank P= 0.19

60 90

Time following bloodstream infection (days)
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Partial Oral versus| Intravenous Antibiotic Treatment
of Endocarditis

Kanpor orsarn, M_D 0. M. %S¢ Nikaola) thlomany MDD Ph D rabine L CGill, D Ph D
Madzsan, M. D Ph o Flaunne Uleming N D P Kaare T, Jonsen, M. D Phoao

Randomize, cok merkezli, noninferiorite
Stabil klinigi olan 400 sol kalp endokarditi
e Streptococus spp.
» E. faecalis
* S.aureus
* KNS

En az 10 giin IV tedavi = oral (201 hasta)
* Biyoyararlanimi iyi ajanlar (amox+rif, LNZ, moksif.)

Primer sonlanim
* Tum nedenlere bagli mortalite Tedavi
* Planlanmayan kardiyak cerrahi = tamamlandiktan

« Embolik olaylar sonra 6 ay takip

* Primer patojenle bakteriyemi relapsi

—

1954 Patients were assessed for eligibility

1554 Were excluded

428 Did not fulfill modified Duke
PO ET criteria
174 Had endocarditis caused

by other bacteria

3 Were febrile (temperature
=38.0°C)

132 Had high level of C-reactive
protein, white cells, or both
130 Had signs of abscess

* Hemodinamik stabil formation
. 13 Had no TEE available <48 hr
Ate$ kontrol altinda 1 Were severely obese
* CRPregrese (BMI >40)
* Komplikasyon yok || 64 Had other infection requiring
(abse emboli vb intravenous treatment
y

22 Were not expected to adhere
to the assigned regimen
14 Had suspected reduced
gastrointestinal uptake
303 Were not willing or able
to give consent
18 Had heart-valve surgery
planned
25 Had impaired immune
response
4 Had had endecarditis within
the previous yr
150 Met other exclusion criteria
71 Died

kontrol altinda)
* Oral ilag alabilecek..

L

400 Underwent randomization

i L]

199 Were .'i:aﬁugrl;ﬂd to intravenous 201 Were .'-J:i.r.igrt;ﬂd ta a shift to ora
antibiotic treatment antibiotic treatment




Table 2. Distribution of the Four Components of the Primary Composite Outcome.™

POET calismasi

Component

IV vs IVOS

All-cause mortality
Unplanned cardiac surgery

Embolic event

Mortalite ve relapsta
FARK YOK

Relapse of the positive blood culturey

number (percent)

13 (6.5) 7 (3.5) 3.0 (-1.4 to 7.7)
6 (3.0) 6 (3.0) 0 (-3.3 to 3.4)
3 (1.5) 3 (1.5) 0 (-2.4 to 2.4)
5 (2.5) 5 (2.5) 0 (-3.1to 3.1)

Intravenous Oral
Treatment
(N =199)

Treatment
(N=201) Difference

percentage points

(95% Cl)

Hazard Ratio
(95% ClI)

0.53 (0.21 to 1.32)
0.99 (0.32 to 3.07)
0.97 (0.20 to 4.82)
0.97 (0.28 to 3.33)

* Six patients, three in each group, had two outcomes.

T For details about relapse of the positive blood culture, see the Supplementary Appendix.

KISITLILIKLAR

* Cok secilmis hasta grubu
* MRSA yok

* Kiritik hasta yok

* Danimarka modeli = ayaktan hastaya da cok yakin takip

PRATIK DEGISTIREN CALISMA!

Intravenows Oral

Subgroup Treatment Treatment Odds Ratio (95% C1)

T T T
00 10 0 10 40 50

Oral Treatmaent Better Intravenows Treatment Better

0A7 9.30-3.04)

DA (0.15-1.37)
097 (940-2.0%)

0.65 028-1.47)

P Value for
Interacton

0.40

Figro 3. Rates of the Primary Cutcome in Prespecified Subgroups.
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European Heart journal (2023) 44, 39484042

Eurcpean SOCety hppaidel orgit 0109 3 eurkea)ehad 193

af Cardinlogy

ESC GUIDELIMNES

2023 ESC Guidelines for the management
of endocarditis

Developed by the task force on the management of endocarditis
of the European Society of Cardiology (ESC)

Endorsed by the European Association for Cardio-Thoracic Surgery
(EACTS) and the European Association of Nuclear Medicine (EANM)

Table $9 Combinations of antibiotics for oral step-down treatment

Rifampin 600 mg x 2

Amoxicilin 1 x4
Fusidic 30d 750 mgx 2

Moxglaxacn 400 mg x 1

Rifampin 600 mg x 2

Linezolid 600 mgx 2
Rifampin 600 mg x 2

Linezolid 600 mg x 2
Fusidic acid 750 mg x 2

Rifampin 600 mg x 2

Dicloxaciin 1 g x4
Fusidic acd
T0mgx2

A0 mgx 1

Rifampin 600 mg x 2
Linezolid 600 mg x 2
Rifampin 600 mg x 2

Linezoiid 600 mg x 2
Fuside acid
T0mgx2

ColNS. coagudase-negative staphyiococd.

Linezolid 600 mg x 2
Fusidic acd
TS0mgx2
Linezolid 600 mg x 2
Rifampin 600 mg x 2

Amoncilin 1 gx 4
Moxifloxacn
400 mg x 1
Amasdcilin 1 x4
Linezohd 600 mg x 2

Amodcifin 1 g x4
Rifampin 600 mg x 2

Linezolid 600 mg x 2
Moxifioxacn

40 mgx 1
Linezchd 600 mg x 2
Rifampin 600 mg x 2

Rifampin 600 mg x 2
Amoodcilin 1gx 4
“0mgx1
Ameicilin 1gx 4

Linezold 600 mg x 2

Unezold 600 mg X 2
Rifampin 600 mg x 2

Linezod 600 mg x 2

“0mgx1

Rifampin 600 mg x 2

Mouifloxacn 400 mg x 1
Rifampn 600 mg x 2

Linezolid 600 mg x 2
Moxifloxacn 400 mg x 1

Figure 9 Flowchart to assess clinical stability based on the Partial Oral Treatment of Endocarditis trial. BMI, body mass index; CoNS, coagulase-negative

© ESC 2023

Treated with relevant i.v. antibiotics =10 days
and =7 days after valve surgery

L.

@ESc—

staphylococci; CRP, C-reactive protein; iv., intravenous; TOE, transoesophageal echocardiography. Adapted with permission from Iversen et al*



POET ve ESC rehberi sonrasi gercek
yasam verileri ne diyor?
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Switching from intravenous to oral antibiotic therapy in the treatment
of infective endocarditis: a case series and literature review of

real-world data

Lorenzo Brando Lundgren (3 ', Lorenzo Albertini (3 't, Anna De Bona®, Camilla Tincati (3 *, Matteo Augello (3 **

Table 4. Cose seres/reports assessing the switch to partial oral antiblotic therapy in the treatment of [E

and Giulia Marchetti (& *

Male v
Potients Age sex, n, CCl (mecion) or Surgery Type Complications, theropy
n) (ywars) %) cotmoetiditios %) of It n (%) Astiology {(m) (days)
Miler ot o i o 5 (55) NVIE 7007 MSSA (3), viridans Medion.
(2022)° (), group streptococct 13 (1oR
mie {3), £. foecoatis (2), 4Le22)
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albicons (1)
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Fossleck 1 (100) were PWID (% 164 (5D
(1980) 4e33)

Attonasio Mediar: & (80) 2 (4] i 4 (8O) E. fameatin (5) Median
ot ol 61 (S) 28 (10%:
(2020 18-41)

1 17 1 o o NVIE 1 MSSA 17
(100)
Arctndota 1 64 1 S HIV/HCY coinfection 0 NVIE o VRE 17

MRSA endokarditi

Total
POT theropy
(agays) (cays) ~ .. o
. . Sag kapak endokarditi
23 gar
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Komplike olgular..
.
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ORIGINAL ARTICLE

Oral versus Intravenous Antibiotics for Bone
and Joint Infection

OVIVA

RKT, acik etiketli, noninferiorite, 2019
* 1015 hasta

* Tedavi gruplar
e Oral = tedavi baslangici veya
cerrahiden 7 glin sonra orale gecis
* IV > 6 haftaboyuncalV

Primer sonlanim noktasi; randomizasyondan
1yl sonra tedavi basarisizligi

|

52T Were assigned to|
454 Recerved at leas
H-!igﬂtd breasm

I

22 D mot com
T Withdrew
& Were lost

10 Died

i

52T Were included in |
teireat analys

S0 Where included |

inden beoen-ba-Tre

21 Did not have e

&1 Had «d

strategy
other th

Siratigy

B Were excluded from
pr-profocol anabysis
15 Were misting end-
point data

o probable recurmenoe
& Had both missing data
and <4 wh of assigned

wh of assigned

for reasons -
an possible

443 W included in th

Figure 1. Enrollment, Randomizatic

Table 1. Baseline Characteristics of the Trial Participants.®

Characteristic
Age— yr

Median (interquartile range)
Range

Male sex — no. (%)

Baseline surgical procedure — no. (%)

No implant or device present; débridement of chronic osteomy-
elitis performed

No implant or device present; débridement of chronic osteomy-
elitis not performed

Débridement and implant retention
Removal of orthopedic device for infection
Prosthetic joint implant removed
Prosthetic joint implant, one-stage revision

Surgery for diskitis, spinal osteomyelitis, or epidural abscess;
débridement performed

Surgery for diskitis, spinal osteomyelitis, or epidural abscess;
débridement not performed

Deep-tissue histologic result — no. (%)

Infected
Equivocal
Uninfected

Not done or missingt

Microbiologic diagnostic sampling — no. (%)

Two or more samples positive for same organism

Two or more samples taken but only one positive for a given
pathogenic organism

Only one sample taken, which was found to be positive for a
pathogenic organism by closed biopsy

Two or more samples taken but only one positive for a given
nonpathogenic organism

Sampling undertaken but no organisms identified
Not done or missingt

Organisms identified — no.ftotal no. (%)§

Staphylococcus awrews  MIRSA da var

Coagulase-negative staphylococcus
Streptococcus species
Pseudomonas species

Other gram-negative organisms
Culture negative

Intravenous Group
(N=527)

61 (49-70)
18-92
320 (60.7)

153 (29.0)
25 (4.7)

124 (23.5)
29 (16.9)
68 (12.9)
47 (8.9)

8 (15)

13 25)

266 (50.5)
13 (2.5)
31(5.9)

217 (41.2)

357 (67.7)
20 (3.8)

25 (4.7)
21 (4.0)

77 (14.6)
27 (5.1)

196/500 (39.2)
137/500 (27.4)
72/500 (14.4)
28/500 (5.6)
84/500 (16.8)
77/500 (15.4)

Oral Group
(N=527)

60 (49-70)
18-91
358 (67.9)

169 (32.1)
29 (5.5)

123 (233)
78 (14.8)
67 (12.7)
43 (8.2)

5 (0.9)

13 (2.5)

277 (52.6)
17 (3.2)
32 (6.1)

201 (38.1)

338 (64.1)
32 (6.1)

30 (5.7)
25 (4.7)

78 (14.8)
24 (4.6)

182/503 (36.2)

135/503 (26.8)
73/503 (14.5)
23/503 (4.6)
84/503 (16.7)
78/503 (15.5)

Total
(N=1054)

60 {45-70)
18-92
678 (64.3)

322 (30.6)
54 (5.1)

247 (23.4)

167 (15.8)

135 (12.8)
90 (8.5)
13 (1.2)

26 (2.5)

543 (S1.5)
30 (2.8)
63 (6.0)

418 (39.7)

695 (65.9)
52 (4.9)

55 (5.2)
46 (4.4)

155 (14.7)
51 (4.8)

378/1003 (37.7)
272/1003 (27.1)
145/1003 (14.5)
51/1003 (5.1)
168/1003 (16.7)
155/1003 (15.5)




Oral
Subgroup Group

Intravenous
Group Risk Difference (90% Cl; 95% Cl)

patients with treatment failure /
total no. of participants

Intention-to-treat population 70.0/527  77.3]527 — - — i -1.4 (-4.9t0 2.2; -5.6 to 2.9)
Modified intention-to-treat population 67/509 74/506 —4 - t : -1.5 (-5.0t0 2.1; -5.7 to 2.8)
Per-protocol population 61/466 69/443 — ® = i -2.5 (-6.3to 1.3; -7.0 to 2.1)
Worst-case sensitivity analysis 85/527 74/527 —t ® — 2.1 (-1.5t05.7; -2.2 to 6.4)
| T T T T |
-7.5 -5.0 -2.5 0.0 2.5 5.0 7.5
Oral Better Intravenous Better
v

Eksik verileri olan katihmcilar icin;

* IVOS grubunun timinde tedavi basarisizligi oldugu
IV grubunun hicbirinde tedavi basarisizligi olmadigi varsayilmis

ORAL STRATEJIYE AIiT EN KOTU

ALTERNATIF
Oral tedaviler;
* Yiksek biyoyararlanim : :
L NON-INFERIOR
e lyi kemik penetrasyonu
e Cogunlukla kombinasyon rejimleri 6 haftalik IV tedavi

**Yabanci cisim retansiyonu ya da patojen 6zelinde alt grup analizlerinde de sonuglar benzer

Oral tedavi = Daha kisa hastane yatisi ve daha az komplikasyon
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Orthopaedic Infeation
Local Antibiotic Used and Surgical Intervention

(e.g. Single or first stage revision, excision of osteomyelitis, removal of
orthopaedic implant/ffracture fixation device)

<7 Days Systemio Antibiotics

'
Baoterial Culture Resufe

—— [ 1]

SHORT REGIME } [ LONG REGIME J

Stop Continue
systemic antibiotics systemic antibiotics as normal

A

[ Treatment Outcome

at [2 months

Flg. 1 Flow diagram of participant enrolment, randomisation, treatment and follow-up wathin the SOLARIO study
L.

* RKT, acik etiketli, cok merkezli, non-inferiorite

 ESCMID Global 2026,

Yaymlanmamis sonuglar, Marjan Wouthuyzen-Bakker
500 hasta

Protez enf, septik artrit, OM

DAIR dislanmis

Uzun rejim 207(85.9) 34 (14.1)

Kisa rejim 208 (88.9) 26 (11.1)

p=0.324



Boclé et al. BMC Muscuioskeletal Osorders (2021) 22:315
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BMC Musculoskeletal
Disorders

Effectiveness of early switching from ™

intravenous to oral antibiotic therapy in o
Staphylococcus aureus prosthetic bone and
joint or orthopedic metalware-associated
infections

Heélene Bocléd', Jean-Philippe Lavigne™, Nicolas Cellier”®, Julien Crouzet', Pascal Kouyoumdjian®, Albert Sotto’ and
Paul Loubet' @

Infecsows Diseases Now 53 [2023) 104739

Available online at Elsevier Masson France

ScienceDirect

www.sciencedirect.com www.em-consulte.com/en

Short communication

Early switching from intravenous to oral antibiotic therapy in bone and  m)

joint infections associated with methicillin-susceptible Staphylococcus %=
aureus bacteremia

Maiwenn Petithomme-Nanrocki®, Véronique Vernet-Garnier ”, Delphine Lebrun®, Odile Bajolet ©,
Morgane Bonnet®, Maxime Hentzien®, Xavier Ohl®, Saidou Diallo®, Firouzé Bani-Sadr™*

EM|consulte m

Retrospektif, Fransa, tek merkez, 2008-2015
140 hasta, %81 MSSA
2 yil boyunca tedavi basarisizligi acisindan takip

Erken IVOS (<5 giin) tedavi basarisizigi ile iliskili
bulunmamus.

Retrospektif, Fransa, tek merkez, 2016-2021
MSSA bakteriyemisi iliskili kemik eklem infeksiyonu, 79 hasta
%50.6 = 14. glinden 6nce oral tedaviye gecis

Erken IVOS yapilan hastalarla IV devam edilenler arasinda
fark yok
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CLINICAL
HMICROBIOLOGY
AND INFECTION

journal hemapage: www . clinicalmicrobiolagyandinfection.cam HEEsCMID
Original Article
Early switch to oral antimicrobials in brain abscess: a narrative review
Jacob Bodilsen "7, Henrik MWielsen "~ °
U Deparomenr of Infectious [Wepases, Aalborg Universidy Hospital, Aelborg, Benmark
4 Deparnmerar of Climical Medbcine, Amlborg Linfversiny, Aalbarg, Demarmark
" ESCAMID Srudy Growp for Mfecrions of the Brain [ESGIR), Basel, Swirzerland
Geleneksel yaklasim; 6-8 hafta parenteral
e Kan-beyin bariyeri
* Relaps korkusu
* Yuksek mortalite riski
KANIT DUZEYI DUSUK!
Table 1
Overview of studies describing the use of early transition from intravenous (IV) to oral antimicrobials in the treatment of brain abscess
Author, year Country Sty design Overall case-fatality rate Early orals Standard IV treatment

Case-fatality rate Recurrence Case-fatality rate Recurrence

> ESCMID 2024 Beyin absesirehberi hazirhk
asamasinda yazilmig

Klinik stabil * Multiple/ blyiik abse X

Norolojik olarakiyi « Kontrolsiiz infeksiyon
Goruntileme ile absede kiictilme

o * Norolojik kotilesme
gosterilen

Gerekliyse uygun drenaj yapilimis * Drengj yapilamayan olgular
Etken bilinen / hedefe y6nelik tedavi * Guvenilir taikip

mimkiin olan yapilamayacaksa

Beyin penetrasyonu ve biyorarlanimi iyi

oral ajana duyari etken

Brown, 1993 |19] England Retrospective, single-centre 1/12 112 012

Janyoom, 1996 20| England and Saudi Arabia Bi-directional, multi-cemtre 026 0126 026

Jamjoom, 1997 [22] Saudi Arabia Retrospective, single-centre 5/37

Srinivasan, 1999 |20} India Retrospective, single-centre 1/37 137 037

Skoutelis, 2000 121] Greece Bi-directional, single-centre 0/8 08 0/s

Babu, 2002 |27) India Retrospective, sing 5/45

Jansson, 2004 | 25] Sweden Prospective,

Sichizya, 2005 [26) South Alrica Retrospective, - -
Carpenter, 2007 |34) England Retrospective, 021 5/28
Sharma, 2009 |36] England Retrospective

Qasim, 2010 [ 25) Pakistan Retrospective e - 0/%0

Madhugiri, 2011 | 23] India Retrospective, single-centre 5/139

Felsenstein, 2012 |32) England Retrospecitive, multi-centre 7/118

Ndubuisi, 2017 |24] Nigeria Retrospective, multi-centre  8/79

Kafle, 2018 |29] Nepal Retrospective, single-centre 2/51 2)51

Udayakumaran, 2019 |31] India Retrospective, single-centre 1/48

Asquier-Khati, 2020 [33] France Retrospective, single-centre 13/108 148+ 23/60**
Lauda-Mailien, 2021 |35] France Retrospective, multi-centre 13/101 1)24 124 1277

0729

Komplikasyonsuz beyin abseli hastalarda erken oral tedaviye
gecis uzun sureli hastaneye yatis ve IV tedavi iliskili
komplikasyonlari azaltabilir.

FAYDA- RiSK ORANI BELiRSiz

" 5/8 recurrences had been switched to carly oral antimicrobials of first or second generation cephalosparin,
" Unfavourable outcome assessed by Glasgow Outcome Scale Score <4 was used as proxy for case-fatality.
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Guidelines

European society of Clinical Microbiology and Infectious Diseases
guidelines on diagnosis and treatment of brain abscess in children and
adults

Jacob Bodilsen " ™", Quintino Giurgln D'Alessandris 7, Hilary Humphreys ",

Mildred A. Iro Matthias Klem + %9 Katharina Last > "

Inmaculada Lopez Montesinos ' Fasquale Pagliano 313,14 , Oguz Resat Sipahi *

Rafael San-Juan """, Pierre Tattevin > . Majda Thurnher ‘”‘

Rogelio de |. Trevino-Rangel "% %41, Manhijs C. Brouwer *""‘. for the ESCMID Study
Group for Infections of the Brain (ESGIB)

J. Bodilsen et al. / Clinical Microbiology and Infection 30 (2024) 6689 67

Recommendations Assessment, Development and Evaluation approach was applied to classify strength of
recommendaxions (strone or conditional) and aualitv of evidence (hieh._ moderate_low. or verv low).

nded

o Veri eksikligi nedeniyle erken oral tedaviye o
ofb *time,
il-

s .

recommended whenever feasible, except for cases wnh toxoplasmosns [s(rong and Iow). Recommended
empirical antimicrobial treatment for community-acquired brain abscess in immuno-competent individuals
is a 3rd-generation cephalosporin and metronidazole (strong and moderate) with the addition of
trimethoprim-sulfamethoxazole and voriconazole in patients with severe immuno-compromise (condi-
tional and low). Recommended empirical treatment of post-neurosurgical brain abscess is a carbapenem
combined with vancomycin or linezolid (conditional and low). The recommended duration of antimicrobial
treatment is 6—8 weeks (conditional and low). No recommendation is offered for early transition to oral
antimicrobials because of a lack of data, and oral consolidation treatment after >6 weeks of intravenous
antimicrobials is not routinely recommended {conditional and very low). Adjunctive glucocorticoid treat-
ment is recommended for treatment of severe symptoms because of perifocal oedema or impending her-
niation (strong and low). Primary prophylaxis with antiepileptics is not recommended (conditional and very
low), Research needs are addressed. Jacob Bodilsen, Clin Microbiol Infect 2024;30:66
© 2023 The Author(s). Published by Elsevier Ltd on behalf of European Society of Clinical Microbiology
and Infectious Diseases. This is an open access article under the CC BY license (http://creativecommons.
org/licenses/by/4.0/).

Bodilen of af. Frkaih (20Z1) 22:706

hEEps ol orgs 10,1 THE L 3063021 05 7838 Trials
STUDY PROTOCOL Open Access

Partial oral antibiotic treatment for bacterial
brain abscess: an open-label randomized
non-inferiority trial (ORAL)

Jacob Bodilsen ' @, Matthijs C. Brouwer™, Diederik van de Beek™, Plerre Tattevin®™"®, Steven Tong™’,
Fontus MNaucler . and Henrik Mielsen™"

Lk fos
Lpiaton

RKT, a¢ik etiketli, uluslararasi calisma
}

Device associated brain abscess, severe immuno-compromise or concomitant brain
abscess treatment for nocardia, tuberculosis, Pseudomonas spp., fungi, parasites

No

(IR ELLLEN Recruiting

Partial Oral Antibiotic Treatment for Bacterial Brain Abscess

Conditiona

Coerchral Abscess Brain Abscess

Locations
Anlborg, Denmark Anrhus, Denmark
Copenhagen, Denmark Odanade, Denmmark
0 1 3 6 12
Extended Glasgow Outcome Scale score X X X x*
Clinical examination x x X X x*
Cranial imaging X X X
Blood tests X X X
SF36 + EQ-5D-5L + MoCA X X X X X
Screening for immuno-compromise (blood sample) X X
*Other drug regimens may be chosen ac g to ir wal or local gu regional epi iology of brain
ia, st of the g -\s) or in case of drug tnl!aractluns intolerability or lomclty

**Can be replaced by lelephone consultabon if needed
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Early Switch to Oral Treatment in
Patients with Moderate to Severe

Community-Acquired Pneumonia
A Meta-Analysis

Zoe Athanassa,' Gregory Makris,! George Dimopoulos'? and Matthew E. Falagas'?

TKP’de IVOS Onerisi mevcut
Ciddi olgular?

6 RKT, 1219 hasta

Erken IVOS = |V tedaviden 2-4 glin sonra orale gecis

Erken IVOS yapilanlarla IV devam edilenler
arasinda
* Tedavi basarisi (OR 0.76; 95% GA, 0.36-1.59)
* Rekiirrens (OR 1.81; 95% GA 0.70, 4.72)
* Mortalite (OR 0.81; 95% GA 0.49, 1.33)
acisindan fark yok

IV devam edilen grupta daha uzun hastane yatis
stireleri



Early switch from intravenous to oral antibiotic therapy in Y i h denivl K | %
patients with cancer who have low-risk neutropenic sepsis: etersiz hasta sayisi nedenlyle erken sonlanim
the EASI-SWITCH RCT (n=129)

Vicky Coyle®,'” Caroline Forde®,! Richard Adams®,? Ashley Agus®,®
Rosemary Barnes®,* lan Chau®,” Mike Clarke®,* Annmarie Doran®,?
Margaret Grayson®,” Danny McAuley®,? Cliona McDowell®,?

Glenn Phair®,? Ruth Plummer®,? Dawn Storey®,*° Anne Thomas®,!?
Richard Wilson®!? and Ronan McMullan®®

TABLE 19 Analyses for the primary cutcome in the ITT and PP populations

Standard care (n = 64) Intervention (n = 61) Risk difference (90% CI) p-value

Treatment failure ITT (N = 125)

Yes F(14.1%) 15 (24.6%) 0.11 (=0.01 to 0.22) 0.14
Mo 55(85.9%) 46 (75.4%)
. . . . . . . Treatment failure PP (N = 113)
* Randomize, cok merkezli, acik etiketli, non-inferiority Ve 8(13.3%) 9 (17.0%) 0.04 (007 to 0.148) 0,56

calismasi No 52 (86.7%) 44 (83.0%)

« Amag; diistik riskli nétropenik sepsis hastalarinda erken NON-INFERIORITE GOSTERILEMEMIS
oral antibiyotige gecisin klinik ve maliyet etkinligini
degerlendirmek

*  MASCC 221
« AkutI6semi ve KIT dislanmig

* Midahale; 12-24 saat icinde orale gecis (AMC +
siprofloksasin), toplam tedavi siiresi 5 giin
» Starndart bakim; en az 48 saat IV, sonrasi klinisyen karan




Gasparetto ef al. BMC Infectious Diseases
hetpsy/doi.org/10.1 186/512879-019-4280-0

(2019) 19:650
BMC Infectious Diseases

RESEARCH ARTICLE Open Access

Intravenous-to-oral antibiotic switch ®_
- - . - »4%__}
therapy: a cross-sectional study in critical

care units

Juliano Gasparetto’, Felipe Francisco Tuon” ®, Dayana dos Santos Oliveira®, Tiago Zequinao',
Gabriel Rammert Pipolo’, Gabriel Veiloso Ribeiro', Paola Delai Beninca', June Alisson Westarb Cruz® and
Thyago Proenca Moraes'

 Retrospektif, 2 YBU, kesitsel
* 2016-2018
* YBU vyatisi sepsis ya da septik sok olan 349 hasta
e Tdm hastalar en az 24 saat parenteral tedavi almis
* IVOS grubu; 111 (%31)
* Klinikiyilesme gozlenir gbzlenmez

* Diskama kriterleri

* GIS kanama, diyet intoleransi gibi oral biyoyararlanimi

etkileyebilecek durumlar
* Son 24 saaticinde klinik kdtilesme

* Primer sonlanim; tim nedenlere bagh mortalite

Table 2 lsolated bacteria by intervention group

Mo aral swinch {n = 235) Oral switch (n=111) All (= 345 P
N % N o N % value
Megative 126 Sa% 6 G 205 59 Qg4
Gram-negathe ks £ ] 17 15% QogT
Enterohacter Spo. 3 1096 4 A% 16 5% niia
Mulisusceptble 7 4 1
ESBL-producing 16 o 16

Eschenictiid codli 14 [ 4 4% 1B 596 0531
Muhisusceptible 14 i 18

Kipbsielly spp, 1 L 3 ¥ 15 4% D468
Mulisusceptble 4 3 7
Carbapenamase-producing 8 ] B

PSEriOmaii g i & 1 L2 2 % 13 4% 033z
Muhisusceptibie 1 2

Semahio spp. L3 e 1
Multsusceptbie & 1

Adnetabacter baumanni o % 1

Frofeus spp. i % !
Muhtsuscemtibke 1 1] 1

Burkholdena cepacia B 1% o

Asrarnonad hydrop s 1 0% |

Crobocter spp 1 e ]

Haemophilus sop 1 % ]

(Sram-positve 2% 11% 15 1405 el ey
Sreralmphomonds malmophdia 1 1] 1 1% 2 1% 0433
Listeria managtogend 1 L] o 3% 1 0%

CN Stophyiococous LV L] 1 19% 1 ] 043%
Srapitdooncous aureus 14 [ ] % M0 &% 0arz
AESA 5 X 3 £ Y 8 Fy ]
WARSA & T ! £ 12 1%
Sreplococius prewmonioe 4 F. ] 4 L] B 1% noeT
EnterdaidrLg Sspi. 4 Fa ] 1 1% 4 1% 0403
Sreplacocus Spp. 1 (1) 1 1% 2 1% 0433

Oehers
Provmocyshs firowecd 0 L3 1 1% 1 L]

Candida alvcans 1 % o % 1 L]
Fahymicrobial 2 1% ] % 2 1%

Tatal 238 100% 110 1003 348

E56L Bxvervded-spsrotnem Deta-decrama sies, MESA Machicllin-juoepoinly Sraphilacocous aunmus, MASA Mathicilin-sesimant Srapteococos dunsus, OV

Coagulase negative



Table 1 Characteristics of patients in the oral switch stewardship program

- — e _ : : — o | - RKT degil
» ' Daha kritik hastada IV tedavide kalinmis olabilir
. o - . . o U stay
_, -r ] -'JJ fﬂ R .‘r-- : :\ D25 {012-053 W tderi
| 17 -“ 3 KU stay (APACHE =17)
ik 1004 P = 0.048 . . .
ogycosc : oGO0 MO0 Z ICU suresindeki kisalma daha
cerin : n oo e 09Rm E agir hastalarda daha belirgin
aftriasnne fonl 34 0 73 3 E 509
" % w . . § Time (days)
:.:--!'.'-'n.::n.-.'- ndamycin I .I -I" L " :um APACHE -
s 39 & 3 4% 3 183 0T 1128 [497-2556 Q00T 00 -

Mortality LS 126% 315 14T 9 B2 .06 E

Age &4 (53-7% 65 (55-74 &8 (51-73 0327 =
APACHE I sooee 155 (12-19) W65 [13-19) 15 (14=17) 0061 §
SOFA wCone 3 [2=5 L [2=% 14 112 304
W antibiobc duration (daysh 547 75100 320 = (U0 M5 E

Owal antibiostic dusaton (days a 4 [3-5

Moc hanical ventilation idays 324 I (2= ER L 0008 MS o
Total hospitalization (o) 13 (8=21) 13 B=27 1 3[E=20) 0665 0
Diays In shee ICL G [4-% 6 (4100 503N ang M5

Peniclillins - ampicillin‘sulbactam; amosicilin; amaodollindclavulanate
S0FA Sequential organ fallure assessmeent, IV Intravenous, KU Intersive care unit, SAGCTMP Sulfamethoxazobetrim ethoprim, APACHE Aoste physiologic assessment

ol chronic health evalwation




Table 3 Patient costs by intervention group

Costs No oral switch Oral switch P-value
Median IQR (25-75) Median IQR (25-75)
Ward 474.7 (1726-11221) 5179 (258.9-1122.1) 0.099
Total hospital 30106 (20903-5032.1) 27423 (2003.9-3847 2) 0.063
ICU 2358.5 (15723-39309) 19654 (1474.1-2849.9) 0.027
Antibiotics 227 (10.1-64.6) 102 (64-364) < 0.001
Workload 86 (6.1-123) 36 (2.4-4.9) < 0.001
Consurnables 23.0 (2.7-52.3) 1.75 (0.8-4.9) < 0.001

ICU Intensive care unit, IQR Interquartile range 25 to 75%

IVOS; maliyetleri azaltiyor !

* Secim bias !!!

* Gercek yasam verisi uygun YBU hastasinda IVOS’u destekliyor
* Ancak verinin kanit diizeyi RKT’ler kadar gucli degil




Global guideline for the diagnosis and management of @x®
candidiasis: an initiative of the ECMM in cooperationwith
ISHAM and ASM

Garnacho-Montero J et al.
Figure 11. Optimal treatment pathway for candidaemia without organ involvement in adults when all treatment modalities and antifungal drugs are available. ° 204 kandidemili hasta
* Propensity score adjusted analiz

Candidemia without organ involvement . . .
( Consider local epidemiclogy and review treatment dedisions in light of susceptibiity testing results ) ¢ Ekankandlnden fIUkonaZOIe gegls
y zamanin mortalite ya da
First-line treatment komplikasyon lizerine etkisi yok
: AmarCAND?2 caligmasi
Anidulafungin® Caspotungin® Rezafungin Voriconazole* Liposomal W
200 d1; , Micafungin® 400 Fluconazole® || 6 bid d1; 200 mg tid d1. - :
100 mea o [l Tomaaddt; [l MESeo mommgwq:r'm 400 mg qd orbid Amwm amphotericin 8° W mz...:.‘ * 5.giinde oral flukonazole gecis
% 50 mg qd from d2 3 malkg qd m o
| | | . [ | [ (%22)
(T * 28 giinliikk mortalitede fark yok
as early as possible (<48-72n)if in place
Daily follow-up blood cultures unti 3 consecutive negative days
If blood from d5 is positive, repeat search for intravascular or other uncontrolled source Vazquez J et al.
! * Oral flukonazole gegis, prospektif,
bbb et actk etiketli, RKT
: . Ik 24 saatte SVK ¢ikarilmis
y . .
Voriconazole | [~ | [Tsavuconazole * Non-nétropenik

Lposomal | | g mgkgbidat: | | Fluconazole | | 200 mgtd di-2: e s s et e
il 4 mog i rom | (400mg g ortid| | 2000 ¢ Kan kiltir negatifligi goridlmus

I [ * Azolduyarl

[ Traditional duration 14d after last positive blood culture l * Kiiresel tedavi basari oranlari ve
yan etkiler a¢isindan fark yok.

Birinci basamak tedaviden en az 5 giin sonra;
Hemodinamik stabil

Candida i¢in kan kiiltiir negatifligi

Non-n6tropenik

Kaynak kontrolii saglanmis (6rn; SVK cekilmis)
Oral azollere duyarlilik konfirme edilmis

Oral azoller icin hasta tolerasyonu




Kurtarma tedavisi ve direncli izolatlar

* C glabrata/N. glabratus
* Yiiksek flukonazol MiK’leri
 Tedavi altinda flukonazol direncg gelisimi
« MIK 18 mg/L’ye kadar olan izolarlarda yiiksek doz
(800 mg) flukonazol kullanimi giivenli
* C. krusei
* intrensek flukonazol direncli

* Vorikonazol alternatif olabilir

* Ancak vorikonazol daha genis spekturumlu
olsa da capraz direnc riski

* Flukonazol direncli olan izolatlarda vorikonazol
kullanimi acisindan da dikkatli olunmali

Tahle 33. Recommendations on second-line or salvage treatment of invasive candidiasis and candidaemia in adults.

Population Intention Intervention SoR | QoE |Original Source Annotation
Any To cure L-AMB3-5mg/kg| A | | Walsh CID 1998 & Reasonable, if there is intolerance, limited
qd availability, or resistance to other antifungal
agents
VCZ B || Ostrosky EJCMID 2003 %% | Limited spectrum compared to echinocandins,
Perfect CID 2003 drug-drug interactions, iv in renal impairment,
Kullberg Lancet 2005 | need for TDM. Non-inferiority to CASPO not
Pascual CID 2008 2 Investigated
ISA C | |Kulberg CID 2019 73t
FCZ C | |Rex NEJM 1994 & Limited spectrum (inactive against C. krusei and
Anaissie CID 1996 22 consiclered to be hardly active against
Abele-Horn Infect 199682 | C. glabrata/N. glabratus), inferior to ANID
Philips EJCMID 1997 &
Rex CID 2003 ¢
Tuil CC 2003 32
Reboli NEJM 2007 &+
Leroy CCM 2009 34
ICZ D la | Tuil CC 20038 Inferior compared to FCZ

ANID, anidulafungin; CASPO, caspofungin; d, days; FCZ, fluconazole; ICZ, itraconazole; IS4, isavuconazole; L-AMB, liposomal amphotericin B; qd, daily;
QoE, quality of evidence; SoR, strength of recommendation; TDM, therapeutic drug monitoring; VCZ, voriconazole.
When dosage is not specified, the standard dosing (including potential loading doses) according to the label is recommended.
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Early Antifungal Treatment in Immunocompromised Patients,
Including Hematological and Critically Il1 Patients

Galina Kl yasova 10, Galina Solopova 200, Jehad Abdalla *, Marina Popova A0, Muhlis Cem Ar *2, Mural Sungur *0,
Riad E1 Fakih ™7, Reem %, Almaghrabi *© and Murat Akova '

i e

Q6. What is the best tlme to switch from 1ntraven0us (IV) to per os (PO) antifungal therapy? What are the clinical
signs and symptoms that may trigger a switch from IV to PO?

Switching from IV to PO antifungal therapy should be considered in

centers where drug monitoring is available and in patients who show

36. satisfactory clinical and /or microbiological response, have good enteric 100% v
absorption

Invasive Aspergillosis

37 Voriconazole, posaconazole, and isavuconazole can be used 289, v ® SpeS|f|k infe ksiyon

) interchangeably based on the availability of therapeutic drug monitoring e Hasta stabilitesi
Switching from intravenous to oral therapy should be recommended for o coiol s g oo .

38. patients %vho are clinically stable and hazz a reliable enteric absorption 100% v * TerapOtlk Ila(; monltorlzasyonu

Invasive Candidiasis e Hasta uyum U/ takibi

Switching from echinocandin to oral fluconazole or voriconazole is
considered in non-neutropenic patients with hemodynamic stability,
39. who are afebrile for more than 24 h, can tolerate oral therapy, and have 78% \%
Candida cleared from the bloodstream, and when the isolate is confirmed
susceptible to the chosen azole agent

* Biyoyararlanim

It is recommended to step down to oral azole as early as possible once

40. the patient is clinically stable and blood cultures have become negative 89% v
Invasive Mucormycosis
Intravenous treatment with high-dose (5-10 mg/kg/day) liposomal
11 amphotericin B is recommended until the disease is stable. When 100% v

switching to oral therapy, the use of isavuconazole or posaconazole is
recommended




Barriers to intravenous-to-oral switch:
a cross sectional national survey of infectious diseases clinicians

1. Komplike olmayan, kan kultir negatifligi
gorilen penisiline duyarl Streptococcus
mitis endokarditi, 16 guin penisilin
tedavisi sonrasi klinik stabil

Background
IV-to-Oral Antibiotic Switch (IVOS):

¢ Inte to-oral sntibioti Insights from ID Physicians in Tarkiye §|

swnch (IVOS) reduces catheter- 1 o o 45 et Comn s T o bt s -
lications, hospital ]

Iongth of suys, and hultharo
costs while improving patient

comfort

1
1

d Uilll
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ol |
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il

, Uriner sistem infeksiyonuna sekonder E.
i o coli bakteriyemisi, abse ya da
: hidronefroz yok, 3 gin seftriakson almig
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i
]
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I if

4
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¥ AGUH

» A nationwide cross-sectional

« 1D clinkcians in Turkiye in 3. MSSA bakteriyemisi, komplikasyon yok,
ember 2025 H . o . « .
. Z‘\.‘:'(Iimmlc.?:exenauos IE yOk, SVK 3. gunde Qekl|m|§, klinik
i “higher” (23 . . .
siepdesca st ion olarak stabil, 5 giin IV tedavi sonrasi
ibers™ (<3 | .
B stabil
m 4. Pnomokok pnémonisi, CURB-65; 1, 3 giin
400 1D clinicians

IV tedavi sonrasi klinik yanit var, oral
secenekler duyarh

. Professional position and
Clinical experience
independently
predicted higher oral
prescribing tendency
(p=0.021 and p=0.043,
respectively)

69.3% of respondents were
classified as high oral
prescribers

The majority 87.8%)
identified at least one barrier
to IVOS implementation.

5. S.pyogenes komplike olmayan seliilit,
penisilin-klindamisin duyarl, 4 giin IV
tedavi sonrasi klinik yanit var

@ IV antibiyotikle tedaviye devam

@ Oral antibiyotife gecls
® Klinik karara gare dedisir / kararsizim

erenozld@gmail.com

%" ESCMID Global Sengres o e e B o ow




PR_IMUM NON
N O CER_E

* 1V tedavi daha giclii algisi = hasta glivenligi mi, klinisyen konforu mu?

» Sadece IV tedavi verilen hastalarda;
e Daha uzun hastane yatis sureleri

e Daha yuksek hastane ici mortalite

IVOS’a uygun hastada oral tedavi israri =2

«Fonksiyonel plasebo»
Gereksiz zarar

Clinical Microbiology and Infection

bl Micriteobogy @ed ffocoimm 20 (2028 2N
—
< limtn ot Ba Ol roct ch
-
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b

ELSEVIER Jlournesl homepage: www dliniosinucrobiciogvendinfoution oomn

Review

Choosing patients over placebos: oral transitional therapy vs. IV-only
therapy for bacteraemia and infective endocarditis

Matthew C. Phillips " ", Noah Wald-Dickler ' Kusl\a Davar ', Rachael Lee *,
Rachcl Baden ', Paul Holtom ‘. Brad S.pcllbcrg

W tnbemn o Dnles thenns ERseseves, Evpae tww‘\“ ll Mﬂ- Almnan MaretEs Gt ongwtasl Burstonn ARA. Liswvesl Shastes
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Yiksek riskli infeksiyonlarda soru artik ‘orale gecilir mi?’ degil, ‘kime giivenle gecilir?’

Unkomplike Enterobacterales bakteriyemilerinde klinik olarak uygun, kaynak kontrolt saglanmis ve oral ajanlara duyarlihlk
mevcutsa 3-5 giin sonra orale gecis yapilabilir.

Nonfermenterler icin kanit diizeyi yiksek ¢alisma hentiz yok

SOBATO calismasi; diistik riskli, unkomplike SAB’ta 5-7 giin sonra oral tedaviye gecilebilir.

* Burada sorun unkomplike oldugundan emin olmak.
SAB orale geciste linezolid veya kinolon+rifampisin givenilir alternatifler

POET calismasi; iE tedavisinde IVOS’ta pratik degistiren calisma!
 Klinik stabil, unkomplike, kilttiri negatiflesmis; MSSA, Streptokok, E. faecalis, KNS

* Orale gecis kombinasyon tedavileriile
OVIVA calismasi; kemik-eklem infeksiyonlarinda orale geciste pratik degistiren calisma!
Beyin absesi, nétropenik sepsis ya da YBU hastalarinda IVOS icin heniiz kanit diizeyi yeterince yiiksek calisma yok

Kandidemik hastada; Hemodinamik stabil, Candida icin kan kiiltiir negatifligi, Non-n6tropenik, Kaynak kontroli, oral azollere
duyarl ve hasta tolere edebiliyorsa 5 giin sonra azoller ile orale gecis yapilabilir.

IVOS’a uygun hastada IV tedavi isran = zarar > yarar



TESEKKURLER...
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