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Appendix A: Regimens according to specific microorganisms

General considerations:

-Both antibiotics should be active according to resistance profile.

-Doses are for normal renal function.

-Within an antibiotic family (e.g. levofloxacin and moxifloxacin within quinolones) the
drug with lowest MIC should be prioritized.

-The higher doses should be prescribed and they can be decreased if required

(according to tolerance).

-Whenever a foreign body is present (prosthetic valve, cardiovascular electronic
implantable device), rifampicin-based regimens should be chosen.

-Regimens can be modified and switched according to tolerance.

-If linezolid is contraindicated, it could be replaced by tedizolid 0.2 g x 1.

Methicillin sensitive Staphylococcus aureus and coagulase-negative staphylococci

1) Levofloxacin 0.5 g x 1-2 and rifampicin 0.3-0.6 g x 2 (preferred)
2) Ciprofloxacin 0.5-0.75 g x 2 and rifampicin 0.3-0.6 g x 2

3) Linezolid 0.6 g x 2 and fusidic acid 0.75g x 2

4) Linezolid 0.6 g x 2 and ciprofloxacin 0.5-0.75 g x 2

5) Linezolid 0.6 g x 2 and rifampicin 0.3-0.6 g x 2

6) Dicloxacillin 1 g x 4 and fusidic acid 0.75 g x 2

7) Dicloxacillin 1 g x 4 and rifampicin 0.6 g x 2

8) Cefadroxil 1g x 2 and rifampicin 0.3-0.6 g x 2

9) Cefadroxil 1g x 2 and fusidic acid 0.75 g x 2

10) Sulfamethoxazole 1.600g / Trimethoprim 0.32 g x 3 and Clindamycin 0.6 g x3
(clindamycin only the first week)

Methicillin resistant Staphylococcus aureus and coagulase-negative staphylococci

1) Linezolid 0.6 g x 2 and rifampicin 0-3-0.6 g x2 (preferred)

2) Linezolid 0.6 g x 2 and fusidic acid 0.75g x 2



3) Sulfamethoxazole 1.600g / Trimethoprim 0.32 g x 3 and Clindamycin 0.6 g x3
(clindamycin only the first week)

Enterococcus faecalis

1) Amoxicillin 1 g x 4 and Moxifloxacin 0.4 g x 1(preferred)

2) Amoxicillin 1 g x 4 and Levofloxacin 0.5 g x 1-2

3) Amoxicillin 1 g x 4 and Linezolid 0.6 g x2

4) Amoxicillin 1 g x 4 and rifampicin 0.6 g x 2

5) Linezolid 0.6 g x 2 and rifampicin 0.3-0.6 g x 2 (only if penicillin-resistant or
contraindicated)

6) Linezolid 0.6 g x 2 and Levofloxacin 0.5 g x1- 2 (only if penicillin-resistant or
contraindicated)

Streptococci (or other grampositive cocci) with a minimal inhibitory concentration for penicillin

of <1 mg/L

1) Amoxicillin 1 g x 4 and rifampicin 0.6 g x 2 (preferred)
2) Linezolid 0.6 g x 2 and rifampicin 0.3-0.6 g x 2

3) Linezolid 0.6 g x 2 and moxifloxacin 0.4 g x1

4) Levofloxacin 0.5 g x 1-2 and Linezolid 0.6 g x 2

Streptococci (or other grampositive cocci) with a minimal inhibitory concentration for penicillin

of 21 mg/L

1) Linezolid 0.6 g x2 and rifampicin 0.3-0.6 g x 2 (preferred)
2) Moxifloxacin 0.4 g x 1 and rifampicin 0.3-0.6 g x 2

3) Moxifloxacin 0.4 g x 1 and Linezolid 0.6 g x2

4) Levofloxacin 0.5 g x 1-2 and Linezolid 0.6 g x 2

HACEK group

1) Cefixime 0.4 g x2 and ciprofloxacin 0.5-0.75 g x 2.



Appendix B: Antibiotic Treatment Satisfaction Questionnaire (modified from Saillen et al. Eur J
Clin Microbiol Infect Dis, 2017)

La persona que responde al cuestionario es:

Paciente

Familiar

Si es usted familiar, por favor indique el grado de parentesco con el paciente:

Pareja
Padre/madre/tutor legal
Hijo/a

Hermano/a

Otro familiar (especificar)

Otro no familiar (especificar)

Edad:
Nacionalidad:
Sexo:

Hombre

Mujer

Marque con un circulo cdmo se considera usted de optimista, siendo 0
la peor posible (muy pesimista) y 10 la mejor posible (muy optimista):

Estado civil:

Casado/en pareja
Soltero/a
Viudo/a
Divorciado/a

Nivel de estudios:

Sin estudios

Graduado escolar/ESO

Formacion profesional/Bachillerato
Formacion universitaria




Ocupacion:

Estudiante

Hogar

Empleado
Autonomo

Desempleado
Jubilado

Marque con un circulo como valora usted su situacién econdmica actual,

siendo 0 la peor puntuacién posible y 10 la mejor posible:
0 1 2 3 4 5 6 7 8 9 10

Marque con un circulo como valora usted la satisfaccién respecto a la
atencion en su domicilio siendo 0 la peor puntuacion posible y 10 la

mejor:

0 1 2 3 4 5 6 7 8 9 10

Usted recibi6 tratamiento
Oral
Intravenoso

Ahora que ha terminado su tratamiento y en base a su experiencia. Si tuviera que
recibir otra vez tratamiento por endocarditis a domicilio, ¢ Cudl preferiria?

Oral
Intravenoso

CUESTIONARIO
1. ¢ Cudles eran sus expectativas con respecto al tratamiento a domicilio de su EI?

2.2¢Se cumplieron sus expectativas?

/o o\ /e o""‘l"é oo 0 ”1 . o

3. Antes de comenzar el tratamiento, étenia algin temor o preocupacion?



4.2 iComo evalua lainformacion recibida?
-4.1. Lainformacidn oral

- 4.2. Los documentos escritos

A\~ A = A A\

- 4.3. Las instrucciones sobre las bombas elastoméricas dadas por las enfermeras
(responda solo en caso de recibir tratamiento intravenoso)

A~/ —,‘vlv

- 4.3. Las instrucciones sobre como tomar los antibidticos por via oral
(responda solo en caso de recibir tratamiento oral)

/® @ e o /0o 0 L e o

NN ‘vlv

5.2 Cémo evalla la profesionalidad de:

- 5.1. Los médicos

| |

A=A = A AN/

- 5.2. Las enfermeras de atencidén domiciliaria

| 1 ||

A~/ —,‘\./Iv

6. @ Teniendo en cuenta sus expectativas antes de iniciar el tratamiento, ¢cémo valora
como fue finalmente su tratamiento?



A = A AN/

7.2 Califique las siguientes oraciones de la manera que mejor reflejen sus sentimientos:
- 7.1. Los profesionales de la salud estaban disponibles para responder a todas mis
preguntas y temores

: I ! I
- 7.2. Las respuestas a mis preguntas fueron claras

/@ ® /e & /e @ L e o

||

A~ = A AN/

8. ¢Hubo algun problema particular durante el tratamiento?

9.2 ¢ Cudl es su opinion sobre los siguientes aspectos?:
-9.1. La frecuencia de las citas para las visitas a domicilio

[® ® /o 0V eo o L e o

|

S~/ —,‘v[v

- 9.3. El duracidn de las visitas a domicilio

A = A AN/

10.2 Como valoraria las ventajas o desventajas del tratamiento a domicilio, respecto a
hacerlo ingresado/a en el hospital:

- 10.1. La tranquilidad

A\ A = A A\

- 10.2. El confort

NN ‘vlv

-10.3 la seguridad



| | | |
 N\/\ == )\ e’ v
-10-4 la eficacia

"_\1_. Iv

11. éCudles han sido para usted las ventajas del tratamiento a domicilio?

12.2¢Volveria a elegir tratarse a domicilio?

.’_\1_. Iv

13. ¢Hay elementos que podrian mejorarse segun usted?

14.2 iRecomendaria el tratamiento a domicilio a otros pacientes?

e el N

15.2 En general, ¢cdmo calificaria su tratamiento?

\CSA—= AN\

16. ¢ Algun otro comentario?

@ Preguntas semicuantitativas
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Appendix C: Preliminary data on patient recruitment

These preliminary data were presented (with information updated at the time of each
conference) at the 17th International Society of Infectious Cardiovascular Diseases
(ISCVID) Symposium held in June 16-18, 2024 in Malmd, Sweden; and at the 13th
Congress of the Sociedad Espainola de Infecciones Cardiovasculares (SEICAV) held in
November 22-23, 2024 in Bilbao, Spain.

BACKGROUND: The POET trial demonstrated that moving from intravenous to oral
antibiotics in stable patients with left-sided infective endocarditis (IE) was noninferior to
fully parenteral treatment. However, it did not compare outpatient strategies, since all
patients in the parenteral arm and many in the oral arm remained hospitalized. The

OraPAT-IE GAMES trial aims to compare the two options for consolidating outpatient

antibiotic treatment: oral vs. OPAT.

METHODS: This is a noninferiority, multicenter, randomized, open-label study of partial
oral compared with OPAT consolidation of antibiotic treatment in left-sided IE. Three
hundred and sixty stable patients with IE caused by selected microorganisms will
eventually be included. After a minimum of 10 days of parenteral treatment, stable
patients are randomized to oral therapy or OPAT. The primary end point is a composite
of all-cause mortality, unplanned cardiac surgery, relapse of positive blood cultures
and/or unplanned hospital admission. Patients are followed-up for six months after
completing antibiotic therapy. For these preliminary results no information of

treatment-arm allocation will be reported.

RESULTS: After 25 months of recruitment, 50 patients with definite infective
endocarditis have been included (24 in the OPAT arm and 26 in the oral arm), including
19 episodes on prosthetic valves. Thirty-four patients (68%) were men with a mean age
of 68 years (IQR: 55-75). Regarding comorbidities, 30 patients (60%) had valvular
disease, 13 (26%) atrial fibrillation, 8 (16%) ischemic heart disease, and 8 (16%) were
CIED carriers [median of Charlson: 3,5 (IQR: 3-5) points]. The most prevalent etiologies
were streptococci (24/48%), Enterococcus faecalis (12/24%), Staphylococcus aureus
(3/6%) and Staphylococcus epidermidis (3/6%). Regarding the echocardiographic
findings, 32 patients (64%) had vegetations (18 on aortic valve) and 40 (80%) had
moderate/severe valvular insufficiency. Overall, 35 patients have completed the 180-
day pre-scheduled follow-up, with 3 relapses (2 caused by S. epidermidis and 1 by E.

faecalis), 2 unplanned surgeries and 7 readmissions (not related to infection), with no
11



reported deaths.

CONCLUSIONS: Overall, preliminary data do not detect safety concerns regarding these
two outpatient strategies to consolidate antibiotic therapy in stable patients with left-

sided infective endocarditis.
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