R [ Hospital Universitario oY 6 MARZ0 2026
saavasrs RAMON 'y Cajal ICOMEM

llustre Colegio Oficial de Médicos de Madrid

MADRID

Gesitra-IC

ACTUALIZACIGN EN LA PATOLOGIA INFECCIOSA
DE PACIENTES INMUNOCOMPROMETIDOS

LO MEJOR DE 2025 EN... ,
INFECCIONES EN TRASPLANTE DE ORGANO SOLIDO

Dra. Pilar Martin Davila
Servicio de Enfermedades Infecciosas

Hospital Ramon y Cajal. Madrid

°
\(G esitra-IC
Grupo de Estudio de Infeccion en el Trasplante

......................... LO MEJOR DE 2025 EN ... INFECCIONES EN TOS




Top papers 2025 - Infections in solid organ transplant patients

m National Library of Medicine

National Center for Biotechnology Information

PublfRed®

MY CUSTOM FILTERS [4

RESULTS BY YEAR

ok || Reset

O

2025

LO MEJOR DE 2025 EN ...
INFECCIONES EN TOS

infection in solid organ transplant

-

Advanced Create alert Create RSS User Guide
Save Email Send to Sort by: | Best match s Display options ¥
Page 1 of10 > >

Filters applied: Clinical Study, Clinical Trial, Conference Proceedings, Consensus

o Statement, Controlled Clinical Trial, Editorial, Guideline, Multicenter Study,
Observational Study, Practice Guideline, Randomized Controlled Trial, Systematic
Review, from 2025/1/1 - 2025/12/31. Clear all

[[] Carbapenem-resistant Enterobacterales in solid organ transplant recipients.
1 Boutzoukas AE, Dai W, Cober E, Abbo LM, Komarow L, Chen L, Hill C, Satlin MJ, Grant M, Fries BC,

~u.  Patel G. MeCartv TP. Arias CA. Bonomo RA. van Duin D: Antibacterial Resistance | eadershin Groun

Infeccién por CMV

4 N
Infeccion bacteriana
\_ J
( .. )
Infeccion
ktransmitida donante)
( )
Infeccion hepatitis E
\_ J
( .. )
Infeccion
herpesvirus no CMV
\_ _J
( o 7
Infeccidn por
s micobacterias
-
Infeccidén fungica \\(/
- GeS|tra IC

Grupo de Estudio de Infec o

IYasnla te
y el Huésped Inmunocomp



Association Between Cytomegalovirus Viremia Clearance and Post-Solid Organ Transplant Mortality in

Patients With Refractory Cytomegalovirus Infection: SOLSTICE Post Hoc Analysis

Kamar M. et al. Transpl. Int. 38:15331.

SOLSTICE : SOT recipients with refractory CMV infection were randomized 2:1 to receive maribavir or AT for 8 weeks.

@ Post hoc analysis assessed the impact of CMV clearance at Week 8 on mortality (all causes) at Week 20

cooo O Responders: CMV clearance atweek 8

% o Nonresponders: no CMV viremia clearance wk 8 or who received maribavir rescue or alternative treatment

ﬁ@ﬂ?ﬁ% 97 Responders?

aaa 41:29.9%
Fo o ez -

D+/R- CMV serostatus 85 6%

CMV DNA levels at randomization (n, %)

SOT recipients

Responders (n=97)

ﬁ@ﬂ?ﬁ% 114 Nonresponders®

Y 49.1% B
»

D+/R- CMV serostatus 81.6%

Non responders

(n=114)

Median (range) time from
treatment start to death:
30.5 (3-123) days.

7 maribavir

|

Low (<9,100 IU/mL) 45 (46.4%) 42 (36.8%)
Intermediate (29,100 to <91,000 IU/mL) 39 (40.2%) 51 (44.7%)
High (=91,000 IU/mL) 13(13.4) 21(18.4)
D+/R- 83 (85.6%) 93 (81.6)
Retransplant 8 (8.2%) 19 (16.7%)
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Association Between Cytomegalovirus Viremia Clearance and Post-Solid Organ Transplant Mortality in
Patients With Refractory Cytomegalovirus Infection: SOLSTICE Post Hoc Analysis
Kamar M. et al. Transpl. Int. 38:15331.

TABLE 4 | Patient characteristics of nonresponders who died.

SOT CMV Cv CMmv Viral load
type serostatus, comorbidities syndrome category®
D/R

Kidney +/— Y N |
Lung +/- Y N L
Kidney +/+ Y N H
Heart —/+ Y Y L
Lung +/- N Y L
Lung +/— Y N I
Kidney +/— N Y I
Kidney +/— Y N

Heart +/— Y N L
Heart +/— Y N

Achievement of viremia clearance at Week 8 was associated with a

4 CMV- related

Lymphocyte Study Length

count at drug of Tx,

baseline® days
0.1 GCV 8
11 FSC 16
0.2 FSC 34
0.8 MBV 47
0.7 MBV 2
1.7 MBV 58
0.6 MBV 4
0.1 MBV 8
0.6 MBV 14
0.9' MBV 56

Time
from
SOT to

Tx

start,
days

279

165

253
116
123

549

319

253

434

72

Time

from Tx
start to

death,
days

38

17

106
48

94

23

123

Time

from Tx
end to

death,
days

30

67

Cause of death

CMV-related
pneumonia
Respiratory
failure
Unknown®
Cardiac arrest
Deep vein
thrombosis with
probable
progression to
pulmonary
embolus
Respiratory
failure
Drug-drug
interaction with
an outcome of
sudden death®
Respiratory
failure/CMV
syndrome
Massive
pulmonary
embolism
Extensive
venous
thrombosis

significantly reduced probability of mortality at Week 20.

2 104 CMV viremia clearance status
g —— Nonresponders
b= — Responders

2 0.8+4

3

©

e

< 0.6

‘G

2

S 044

Q

o

o Log-rank p = 0.0024

2 024

©

3

3 0.0+ ——H—

0 20 40 60 80 100 120 140
: Days Since Randomization
Number at risk

Nonresponders (N = 114) 114 108 106 101 100 97 92 0
Responders (N =97) 97 97 97 97 97 97 95 0

Hazard Ratio ~ 95% CI
el Load ’_._|E 0.519 0.145-1.855
(Low vs Intermediate/high) | : . . .
Cammvascﬁ;?:f:aﬁ 1 H—a— 3778 0.802-17.795
(Yezlizer:is) T '_"'_| 0.658 0.186-2.333
mdm'((:fne?:,zr;% k —e— 0908  0.235-3.514
R(il:nvs;: :S; 1 —— 1243 0.263-5866
0010030103 1 3 10 100

CMV clearance at 8 weeks of treatment may be
a marker of the patient’s general health,
disease severity, or immune status.



Letermovir Conversion for Cytomegalovirus Prophylaxis in Solid Organ Transplant
Amir S. et al. Clinical Transplantation, 2025; 39:e70366

ﬁ Single-center, retrospective, descriptive cohort study at a large academic medical center ( Houston
] Methodist Hospital) . Jan 17- Dec 23.

mam All patients >18 years or older who received a solid organ transplant and converted to letermovir for
hl M hl primary CMV prophylaxis from GCV or VGCV were included.

Assessing conversion to LTV from (val)ganciclovir for primary CMV prophylaxis.

@  Change in white blood cell count from immediately prior to LTV conversion to 30 days post-initiation,
* Indications for switching to LTV
* Rates of breakthrough CMV infection.
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Letermovir Conversion for Cytomegalovirus Prophylaxis in Solid Organ Transplant
Amir S. et al. Clinical Transplantation, 2025; 39:e70366

C

Solid organ transplant recipients

ordered LTV
/|\ (n=130)
Excluded
LTV for secondary prophylaxis (40)
<30 days of LTV (19)
> 7 days pre-emptive prophylaxis (8)
De novo LTV prophylaxis (2)
< 14 days VGCV/GCV (3)
n=58
Included
Solid organ transplant recipients
on LTV for primary prophylaxis

(n=358)

Indications for letermovir

Pancytopenia
Neutropenia
Leukopenia
Thrombocytopenia

26 (45)
18 (31)
7(12)
7(12)

m High (D+/R-) mModerate (R+) mLow (D-/R-)

CMV risk status

Transplant type %

Days, median ( IQR)

Time to letermovir initiation post-transplant, 116 (50, 187)

Duration of letermovir 132 (55, 275)

LO MEJOR DE 2025
EN...CMV TOS



Letermovir Conversion for Cytomegalovirus Prophylaxis in Solid Organ Transplant

Amir S. et al. Clinical Transplantation, 2025; 39:e70366

Breakthrough CMV viremia on LTV

Time to CMV
@ CMV resistance Presence of Time to
/r\ CMV infection  Peak viral panel end-organ CMV Secondary
Transplanted serologies from LTV load drawn® CMV disease infection prophylaxis
Case organ Induction (D/R) initiation (TU/mL) (Y/N) treatment (Y/N) resolution (Y/N), agent
0
1 Kidney rATG +/- 77 days 976 N VGCV N 58 days N 6.8%
2 Lung IL2RA +/- 147 days 3478 Y-no VGCV N 49 days Y, VGCV Brea kth ro ugh
resistance CMV viremia
3 Kidney rATG +/- 180 days 4471 N VGCV N Ongoing N/A
treatment
4 Lung IL2ZRA +/+ 155 days 15 6281 Y-no VGCV N 74 days Y, VGCV
resistance
Post-LTV discontinuation CMV viremia
Time to CMV CMV Time to Secondary
CMV infection from Peak viral resistance Presence of CMV prophylaxis
Transplanted serologies LTV discon- load panel CMV end-organ infection (Y/N),
Case Organ Induction (D/R) tinuation (IU/mL) drawn”(Y/N)  Treatment disease (Y/N) resolution agent
1 Kidney rATG +/— 64 days 1 665900 Y-no GCV N (concern for 149 days Y, VGCV 0 H : A _
) intancc hepatitis, no 12% CMV infection within 80 post-LTV
histopathologic discontinuation
evidence)
2 Lung IL2RA +i+ 26 days 3208 N VGCV N 26 days Y, VGCV
3 Lung rATG i 37 days 9907 N VGCV N 37 days Y, VGCV * noend-organinvolvement
4 Lung IL2RA +i+ 86 days 2427 N VGCV N 86 days Y, VGCV ° no res | stance
5 Kidney IL2RA +/— 38 days 5658 Y-no VGCV N 18 days Y, VGCV
resistance
6 Liver Steroids +/— 50 days 43236 Y-no Maribavir N 48 days N
resistance
7 Lung IL2RA +i+ 7 days 15 6381 Y-no VGCV N 73 days Y, VGCV LO MEJOR DE 2025
resistance
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Letermovir Conversion for Cytomegalovirus Prophylaxis in Solid Organ Transplant

Amir S. et al. Clinical Transplantation, 2025; 39:e70366

®

/N
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* Improvements in leukopenia,
e Sustained mycophenolate dosing,

* Lower G-CSF use at 30 days post-conversion

Trend of ANC with 95% CI Over Time
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LTV was effective and well tolerated for primary CMV prophylaxis in a diverse extra-renal transplant population.
Potential role as a safe alternative in patients experiencing VGCV-associated hematologic toxicities

L

Small, retrospective, single-center descriptive cohort study
No medication adherence measures
Influence of other concomitants therapies in mielosupression
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Letermovir should be first-line citomegalovirus prophylaxis in lung transplant recipients
Mezochow et al. American Journal of Transplantation 25 (2025) 908-915

Retrospective 7 studies of lung transplant recipients who were switched from VGCV to letermovir because of tolerability, dosing, or resistance

Cohort Sample size LET Impact of LET on CMV DNAemia/ Letermovir AEs Insurance Limitations
duration leukopenia breakthrough coverage
(mo)
Aryal et al, LTRs with 8 (75% CMV D+/R-) 6.5 NR 37.5% had LET 1 with fatigue, 1 with NR 6 of 8 had previous CMV viremia
2019, USA GCV/VGCV (median) discontinuation for edema
toxicity or DNAemia (1910-33392
resistant CMV 1U/mL)
Singha et al, LTRs with 17 (64.7% CMV D+/R-) 6.0 88.2% resolution of 47.1% had DNAemia; 2 LET No major side effects NR 8 of 17 patients had previous
2021, USA leukopenia on (median) leukopenia; 86.7% discontinuation breakthrough DNAemia on VGCV
VGCV reduced GCSF
Saullo et al, LTRs with VGCV 37 (51.2% CMV D+/R-) 9.4 Median WBC increase 1.4 35.7% had DNAemia; 1 LET 5(11.9%) stopped LET 4 (9.5%) stopped 5 heart transplant recipients included
2022, USA toxicity or (median) 109/L (P <.001) discontinuation because of AE LET lack of in outcomes reports; LET used for
resistant CMV insurance secondary prophylaxis in 16 cases
coverage
Hirama et al, LTRs with VGCV 7 (42.9% CMV D+/R-) 5.0 NR 14.3% had DNAemia None NR 4 of 7 had previous CMV viremia
2024, Japan toxicity or (median)
resistant CMV
Kleiboeker et LTRs with 29 (27.6% CMV D+/R-) 5.6 (mean) 15 of 24 (62.5%) 3.4% on LET vs 5.7% on NR NR Did not track changes in maintenance
al, 2024, USA leukopenia on resolution of severe VGCV (P NS) immunosuppression
VGCV leukopenia; (50.0%) stop after LET or rates of
GCSF ACR
Martinez et al, LTRs with 124 (31.5% CMV D+/R- 12.0 Median WBC increase 2.0 0.8% on LET vs 3.2% on 2.4% (fatigue, 91 inadequate Increased 1-y allcause mortality (
2024, USA leukopenia on (median) 109/L (P <0.001); 13 VGCV (P .37) leukopenia, insurance [15.3%] vs [4.0%] in LET vs VGCV
VGCV (97.6%) (10.5%) resumed or hypotension); none coverage to attributed to COVID-19 infections
increased MMF; requiring LET cessation initiate or to
Improvementin neu, plat, continue LET for
and need GCSF >3 mo
Mezochow et LTRs with 67 (38.6% CMV D+/R-) 16.6 Median WBC increase 2.6 11.9% had DNAemia (47- (1.5%) headache; (32.9%) 21 (23.9%) not track changes in ACR or CLAD
al, 2024, USA leukopenia on (median) 109/L (P .019); 45.6% 22301U/mL); 4 required LET CNI levels x 1.5 >target inadequate among patients in the LET group who
VGCV (93.2%) resumed cell cycle discontinuation goal insurance resumed maintenance
inhibitor; 63.3% stop coverage immunosuppression

GCSF LO MEJOR DE 2025 EN ... CMV TOS



Letermovir should be first-line citomegalovirus prophylaxis in lung transplant recipients
Mezochow et al. American Journal of Transplantation 25 (2025) 908-915

High risk populations that may benefit from initial letermovir prophylaxis

Population Estimated percentage of Considerations favoring letermovir for first-line CMV prophylaxis

US lung transplant
recipients
CKD stage Ill or higher pretransplant 6% T risk of AKI and variable renal function following transplant, leading to
overdosing or underdosing of VGCV with associated toxicities and/or
breakthrough CMV infection

Early posttransplant RRT, progressive CKD, or 52% (early AKl), 9% (early T risk for variable renal function, leading to overdosing or underdosing of
early AKI RRT), 33% (progressive CKD) VGCV - > associated toxicities and/or breakthrough CMV infection
Pretransplant desensitization and/or cytolytic 10% 1 risk for hematologic toxicities from VGCV, including leukopenia leading to
induction immunosuppression reduction in immunosuppression and/or increased risk for systemic infections
Telomere biology disorders 8% ! bone marrow reserve with 1 risk for hematologic toxicities from VGCV in a

population at risk of clinically significant CMV viremia

Age>70y 7% ! bone marrow reserve related to immunologic senescence with T risk for
hematologic toxicities from VGCV

Highly sensitized recipients (cPRA > 80%) 3% 1 risk for humoral-mediated immune complications if cell cycle inhibitors are
reduced or held because of VGCV-related hematologic toxicities

AKI, acute kidney injury; CKD, chronic kidney disease; CMV, cytomegalovirus; cPRA, calculated panel reactive antibody; RRT, renal replacement therapy; VGCV, valganciclovir.

LO MEJOR DE 2025
EN...CMV TOS



Phase 2, Randomized, Double-blind, Placebo controlled Study of Fiztasovimab (NPC-21) for Kidney

Transplant Recipients at High Risk of Cytomegalovirus Infection (LionHeart21).
Ichimaru N et al. Transplantation 2025;109: 985-993

Multicenter, randomized, double-blind, placebo-controlled, . . .
. . Fiztasovimab (NPC-21) is a human CMV D-/R+ recipients
(gB) AD-1 site

Japan & US. Jul 20- Aug 22

Primary objective : Assess efficacy and safety of NPC-21 when NPC'ZT //(\ 5 s A s
administered prophylactically to CMV D+/R- ‘}ﬁ_@ il T / i
N v——-‘
* 6or12mg/kg NPC-21, or placebo, (4:1:4 ratio) "@ ‘ \
* D1andWK4, 8, and 12. == N
None of the recipients received anti-CMV medication as prophylaxis. a
12 mag/kg
Primary efficacy endpoint: CMV infection* by week 16. | USA  Japan |
| - ,
| v \
Secondary efficacy endpoints: | —— | ;
% CMV infection and CMV disease by wk 28, j HEEEEfE ; ot
 timeto CMV infection - - e

e CMVyviral load
e duration of the CMV-specific treatment

*CMV infection, defined as either CMV disease
(CMV syndrome or tissue invasive CMV disease) | 0 MEJOR DE 2025
orasymptomatic CMV DNAemia. EN...CMV TOS



Phase 2, Randomized, Double-blind, Placebo controlled Study of Fiztasovimab (NPC-21) for

Kidney Transplant Recipients at High Risk of Cytomegalovirus Infection (LionHeart21).
Ichimaru N et al. Transplantation 2025;109: 985-993

Randomized 87 KT D+/R-. (38- 11- 38)

10 discontinued before wk 16 without evidence of CMV infection Median Days  Median CMV Viral
to First Load (IlU/mL;
Detection of range)
CMV DNA
6 mg/kg NPC-21 28.5 226.5(110-3388)
90 12 mg/kg NPC-21 32.0 198.0 (105-589)

80 Efficacy endpoints (mITT) 797 Placebo 31.0 371.5(105-14 454)

76,3 81,8 77,6
68,4
70 61,2 L
50 57,9 ’ No significant adverse events were observed after
50 44,7 NPC-21 administration
40
30
20 13,2 4 neutralizing activity at the AD-1 site
10 : 4,1 . S
m ° e of the gB viral envelope protein s

CMV infection WK 16 CMV disease week 16 Asymptomatic CMV DNAemia wk not sufficient for Signiﬁca ntly
16 blocking the infection.

i Placebo (n=38) m6mg/kg (n=38) ™ 12mg/kg(n=11) m Combined NPC-21 group (n=49

NPC-21 did not prevent CMV infection, with no significant reduction in CMV
infection rates between treatment or placebo groups (77.5% versus 68.4%).

Reduction in the occurrence of CMV disease (4.1% versus 13.2%). LO MEJOR DE 2025
EN...CMV TOS



Immune Monitoring Assays: Predicting Cytomegalovirus and Other Infections in Solid Organ
Transplant Recipients

Gardiner BJ. Etal . Transplantation 2025 ; 10 9 (3): 395-398

IMMUNE MONITORING ASSAYS FOR PREDICTION OF CMV INFECTION
A

. 6 key decision
1 m:'d?étcll:g‘lft::of:%?ggonlaneous resolution versus M
need for antiviral treatment p OI n tS Wh er e

/\\ CMV-CMI assays
/ \ have been studied
/

[ ® Recurrent CMV infection
» During primary prophylaxis \ Predict likelihood of spontaneous

Viral load

or pre-emptive monitoring resolution versus need for
bt e : antiviral treatment

Predict likelihood of post-prophylaxis infection; o

inform duration of prophylaxis

Predict likelihood of reactivation; inform frequency

” |
CMV infection \
of monitoring )

4 \

\ Relapse

_0

6 Primary prophylaxis or pre-emptive monitoring 'l

Time

@ Prior to transplant e End of primary prophylaxis e Treatment completion
Predict risk of early CMV infection; inform use of Predict likelihood of post-prophylaxis infection; Predict risk of recurrence; inform use of secondary
primary prophylaxis versus pre-emptive monitoring inform requirement for or frequency of monitoring prophylaxis and frequency of monitoring

Key decision points for potential application of the CMV-CMI assay across the pretransplant and posttransplant period.

LO MEJOR DE 2025
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Cell-mediated Immunity to Guide Primary Prophylaxis for CMV Infection in Organ Transplant

Recipients: A Multicenter Single-arm Prospective
Solera JT. Et al Transplantation 2025;109: 527-535

@ Assessed the Quantiferon-CMV (QTF-CMV) assay to guide CMV prophylaxis duration in high-risk SOTR.
¢

Single-arm, multicenter, prospective interventional study. 10 transplant centers in North America

000

WA High-risk KT, PT, LiT and HT (D+/R-) or R+ with antithymocyte globulin (R+/ATG) induction.

CMV Prophylax: minimum of 3 mo antiviral prophylaxis; access to at least 6-mo supply of antiviral prophylaxis.

_/ CMl testing - QTF-CMV assay at months 3, 4, 5, and 6 posttransplant.
— Prophylaxis was discontinued for a positive CMI but continued for a negative result up to a maximum of 6 mo.
The primary endpoint was CMV viremia 21000 IlU/mL up to 1 year posttransplant.

Resultado QTF-CMV Accidon Monitorizacion de carga viral CMV Criterio de inicio de tratamiento
Cada 2 semanas durante 12 . . . .
Positivo Suspender profilaxis semanas (6 controles) o si aparecen Iniciar tratamiento si carga viral
P P ) P >1000 1U/mL
sintomas
. Continuar profilaxis hasta un Cada 2 semanas durante 12 Iniciar tratamiento si carga viral
Negativo - —_
maximo de 6 meses semanas tras suspender profilaxis >1000 IU/mL

LO MEJOR DE 2025
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Cell-mediated Immunity to Guide Primary Prophylaxis for CMV Infection in Organ Transplant
Recipients: A Multicenter Single-arm Prospective

Solera JI. Et al Transplantation 2025;109: 527-535

128 kidney, KP, liver, and heart transplant patients were
assessed for eligibility from 2016 to 2020

20 were excluded:
= Not meeting inclusion
criterio (n=11)
= Declined to participate
108 were included ‘ (n=7)

= Other reasons (n=2)
[ ' l

60 CMV status R+ and
48 CMV status D+/R- ‘ ‘ induction with ATG
Early + } Early
withdrawal QTF-CMV done at month 3, QTF-CMV done at month 3, withdrawal
from protocol 4 and 5 post transplant 4 and 5 post transplant from protocol

(n=9) l (n=10)

33 QTF-CMV

! C?'I:F-CMV 38 QTF-CMV 17 QTF-CMV positive: AVP

positive: AVP Vo . 7 .
discontinued at negative: 6 negative: 6 discontinued at
months of AVP months of AVP month 3 (n=29), 4

th3
mon (n=4), or 5 (n=3)

FIGURE 1. Flow diagram of the study. ATG, antithymocyte globulin; AVP, antiviral prophylaxis; CMV, cytomegalovirus; D+, donor CMV-

seropositive; KP, kidney-pancreas; QTF, QuantiFERON; R+, recipient-seropasitive; B+, recipient-seronegative.

Per protocol CMV D+/R— (N = 39)
CMV R+ and ATG induction (N = 50)

Baseline characteristics of the groups based on the QTF-CMV result after transplantation (whole population; N = 108)

Estimators

QTF-CMV negative (N = 68)

QTF-CMV positive (N = 40)

Pretransplant CMV status
CMV D+/R-
CMV R+
Age, y, median (IQR)
Sex, female, n (%)
Type of transplant, n (%)
Kidney
Liver
Heart
Other combined transplants?
Retransplant, n (%)
Immunosuppressant, n (%)
Prednisone
Tacrolimus
Cyclosporine
Mycophenolate
Azathioprine
Sirolimus

45
23
56
23

66.2%)
33.8%)
45 10 63)
33.8%)

e —

66 (95.6%)
1(1.5%)
3 (4.4%)

7.5%)
92.5%)
42 t0 64)
45.0%)

3

37
56.5
18

33 (82.5%)
3 (7.5%)
0
4 (10%)

7 (17.5%)

40 (100%)
30 (97.5%)
1 (2.5%)
37 (92.5%)
2 (5.0%)
1

2.5%)
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Cell-mediated Immunity to Guide Primary Prophylaxis for CMV Infection in Organ Transplant

Recipients: A Multicenter Single-arm Prospective
Solera JT. Et al Transplantation 2025;109: 527-535

50
45
40
35
30
25
20
15
10

o o

48

2
.

MONTH 3

% positive CMV QTF

6,7
5 4
o B o Il :
B =
MONTH 4 MONTH 5 MONTH 6

mD+/R- ®R+andATG induction

Recipient serostatus is a key factor
CMYV seronegative patients who
lack immunity before transplant but
receive a CMV-infected organ
(D+/R-) likely to remain CMV-CMI
negative until after prophylaxis
discontinuation

LO MEJOR DE 2025
EN...CMV TOS



Cell-mediated Immunity to Guide Primary Prophylaxis for CMV Infection in Organ Transplant

Recipients: A Multicenter Single-arm Prospective
Solera JT. Et al Transplantation 2025;109: 527-535

Outcomes by QTF-CMV result (per-protocol population; N = 89)

Outcomes QTF-CMV negative (N = 55), n (%) QTF-CMV positive (N = 34), n (%) P:
CMV viremia (any) 32 (58.2%) 18 (62.9%) 0.66
CMV viremia (>1000 IU/mL) 21 (38.2%) 4 (11.8%) 0.008
CMV disease 59.1%) D+/R—- 0 0.15
Biopsy-proven rejection 2 (3.6%) 0 0.52
All-cause hospitalization 7 (12.7%) 6 (17.6%) 0.55
All-cause mortality 0 0 1.00
Valganciclovir adverse events
Leukopenia 7(12.7%) 7 (20.6%) 0.38
Neutropenia 3 (5.5%) 4 (11.8%) 0.42
Anemia 3 (5.5%) 1(2.9%) 1.00
Thrombocytopenia 1(1.8%) 0 1.00

#Continuous variables P value estimated using the Mann-Whitney Utest (Wilcoxon rank-sum test). Categorical variables Pvalue estimated using the Fisher exact test or the chi-square test.
CMV, cytomegalovirus; IQR, interquartile range; QTF, QuantiFERON.

Significantly lower incidence of clinically significant CMV viremia
(>1000 IU/mL) in the R+/ATG group that was QTF-CMV positive

Use of QTF-CMV testing to help guide the duration of antiviral
prophylaxis in selected subgroups of patients, specifically the
R+/ATG subgroup.

CMI assay had less utility in the D+/R- subgroup of patients.

—

0.50 0.75 1.00
L 1 1

Patient with event-free survival (proportion) 2>
0.25
1

0.00
1

R+/ATG group (n=50)

Any detected CMV viremia
p=0.47

————— QTF-CMV negative (6 months prophylaxis)
QTF-CMV positive (3-5 months prophylaxis)

0.50 0.75 1.00
1 1 1

Patient with event-free survival (proportion)
0.25
Il

0.00
1

0

T T T T T T T T T T
20 40 60 80 100 120 140 160 180 200
Time since AVP discontinuation (days)

CMV viremia >1,000 1U/ml

_'—'h p=0.05
T

————— QTF-CMV negative (6 months prophylaxis)
QTF-CMV positive (3-5 months prophylaxis)

T T T T T T T T T T
20 40 60 80 100 120 140 160 180 200
Time since AVP discontinuation (days) ' DE

2025EN....

Survival analysis of the rate of CMV viremia in R+ patients with ATG
induction by the QTF-CMV result and the time of
prophylaxis (per-protocol R+ population; n =50



Cytomegalovirus-Specific Cell-Mediated Immunity for Prediction of Postprophylaxis CMV
Disease in a Phase 3 Trial of Letermovir Versus Valganciclovir Prophylaxis in

Donor CMV-Seropositive/Recipient CMV-Seronegative
Limaye et al. Clin Infect Dis . Published: 01 December 2025. Corrected and typeset: 23 January 2026

* Evolution of CMV-CMI posttransplant
e Clinical utility of QFT-CMV for the prediction of post-
prophylaxis CMV disease in CMV (D+R- KTRs).
T Day 1 Week 12 = °w'°f gglaﬂs En\?vdks ;;dy

CMV R- adults

about to receive <

a CMV D+ kidney
randomized 1:1*

Table S2. Interpretation of QuantiFERON-CMV assay results

* Letermovir 480 mg PO once daily
id * Acyclovir 400 mg PO every 12 h
* Placebo PO once daily TOTAL®
17.2% (101/586)

IR CMV disease
QmﬂFERON-GWuuyMng
(day 1, week 12, week 28, week 52)

Letermovir
17.3% (50/289)

Valganciclovir

« Valganeiclovir 900.mg PO_once daily

17.2% (51/297)
IR CMV disease

IR CMV disease

= Placebo PO once daily

N * Placebo PO every 12 h
Prediction of CMV
disease

Nil {IL/mL}) CMY minus Nil {IU/mL) Mitogen minus QuantiFERON- Interpretation
Nil {IL/mL)* CMV assay
result
. S POSITIVE - CMV-CMI
20.2 and 225% Nil Any Reactive detected
=8.0 =05 Nonreactive :EGATdNE = CMW-CMI not
<0.2 OR 20.2 and <25% Nil etecte
<05 A
Indeterminate® ICNNI‘DIETERHIN.A.TE for CMV-
=8.04 Any Any
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Cytomegalovirus-Specific Cell-Mediated Immunity for Prediction of Postprophylaxis CMV
Disease in a Phase 3 Trial of Letermovir Versus Valganciclovir Prophylaxis in

Donor CMV-Seropositive/Recipient CMV-Seronegative

Limaye et al. Clin Infect Dis . Published: 01 December 2025. Corrected and typeset: 23 January 2026
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Letermaovs Vagacccioww

cu.—m.. ee.nt @ canin ...j
Evolution of CMV
CMI in the
letermovir and
valganciclovir
study arms was
similar except for
a slightly lower
positivity rate in
the letermovir
arm at week 28
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Figure 3. QuantiFERON-CMV results over time in the total population.

40+ wk 52
P=0.3819
354
—
304 27.5%
(95% CI 15.9, 41.7)

ha
]
1

P=0.4703
1

17.5%
(95% Cl 13.8, 21.7)

e ———— ——

-17.2%

Proportion of participants with
CMV disease by week 52 (%)
(%]

vl

154 12.5% QMV
(95% C1 3.5, 29.0) disease
in total
104 population

Positive Negative Indeterminate
QuantiFERON-CMV result

Figure 5. (OuantiFERON-CMV assay results at week 28 in the total population and
investigator-reported postprophylaxis CMV disease by week 52. Chi square test
with two-tailed Pvalue for positive versus negative results and positive versus
pooled negative and indeterminate results.
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Cytomegalovirus-Specific Cell-Mediated Immunity for Prediction of Postprophylaxis CMV Disease in
a Phase 3 Trial of Letermovir Versus Valganciclovir Prophylaxis in

Donor CMV-Seropositive/Recipient CMV-Seronegative
Limaye et al. Clin Infect Dis . Published: 01 December 2025. Corrected and typeset: 23 January 2026

B. Positive versus pooled negative and indeterminate QF T-CMV results in the total population

QuantiFERON-CMV result at week 52
. _ Negative &

CMV event by week 52 Postve (1131 _ interminate (n=322) POSITIVE VS PODLED NEGATIVE AND INDETERMINATE RESULTS
Developed post-prophylaxis CMV disease (n=91) 47 44 LETEHmmH “Mmmn TﬂTlL
Did NOT develop post-prophylaxis CMV disease (n=362) 84 278 Sensitivity, % (95% CI1) 2.2 (0.7, 4.4) 12.2 (7.7, 16.8) 7.4 (4.8, 10.1)
o aCAY DA (1e165) . " Specificity, % (95% CI) 97.7 (93.3, 100.0) 92 5 (84.3, 100.0) 95.2 (90.7, 99.8)

, | PPV, % [95% CI) 80.0 (45.0, 100.0) 88.9 (77.0, 100.0) 87.5(76.0, 99.09
Did NOT have qCMV DNAemia (n=268) 28 240

_ , NPV, % [95% C1] 19.6(14.4, 24.9) 17.7 (125, 229) 18.7 815.0, 22.4)

Developed post-prophylaxis CMV disease AND/OR qCMV
DNAemia (n=192) 106 86
g)(i:dMI\\IIOE')rhcli:;fﬁ:ic;p(;r:c:);t(;;;;ophylaxis CMV disease and NO 25 236

Paricpants who developed CMY disoase prior o woek 26 were inclucd. QUANTIFERON-CMYV assay performance at week 28 in the LTV and VGCV arms for
o suanifane prediction of investigator- reported post prophylaxis CMV disease by week 52

Based on the results of the study, the Quantiferon-CMV result at the end of prophylaxis

has limited clinical utility to predict post-prophylaxis CMV disease in CMV D+R- KTRs
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Impact of kidney function on 200 days of antiviral prophylaxis for cytomegalovirus disease in
cytomegalovirus-seronegative recipients of cytomegalovirus-seropositive donor kidneys: Post hoc analysis of a

randomized, phase 3 trial of letermovir vs valganciclovir
Budde K et al. American Journal of Transplantation 25 (2025): 2621-2633

Post hoc assess the impact of kidney function on 200 days of cytomegalovirus (CMV) prophylaxis in
CMV donor-positive/recipient-negative (D+R- ) KTRs - NCT03443869

Randomized (1:1) posttransplant to letermovir 480 mg (with ACV or VGCV placebo) or
valganciclovir 900 mg (with acyclovir and letermovir placebos) daily for 28 weeks.
Valganciclovir and acyclovir doses were modified for kidney function ([CrCl]).

/7 Dose frequency, adherence, CMV DNAemia, and CMV prophylaxis discontinuations were
@ evaluated at week 28.
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Impact of kidney function on 200 days of antiviral prophylaxis for cytomegalovirus disease in
cytomegalovirus-seronegative recipients of cytomegalovirus-seropositive donor kidneys: Post hoc analysis of a

randomized, phase 3 trial of letermovir vs valganciclovir
Budde K et al. American Journal of Transplantation 25 (2025): 2621-2633

A total of 480 CMV D+R- KTRs had a median CrCl of 67 mL/min.

Atthe end =60% in both groups had a

A CrCl =60 mL/min

70 h— TA—r

T T i
E
-
E
a
g
m

T 60
o
2
c
£
g
c
[
[
=
504 _
=8~ Latermavir group
=@~ \/alganciclovir group
T | I I I I I T
Day Week Week Week Week Week Week Week
1 4 8 12 16 0 24 28
Vagancaiov 12 = fae e e e o
g n=250 n=250 n=247

Mean creatinine clearance through week 28.

Error bars represent 95% CI

Adherence
% participants
100% 49.8% 52%
~ Oncedailydosing : Oncedailydosing | Intermittent dosing
LTV vs LTV plac VGCV vs VGCVplac ~ VGCV vs VGCVplac
Median adh to acti ' | : '
St D W
Mo, (%) of participants with i .
. ;01%%%¢apdahhe?ence el i B2{EeR) | oo
Mo. (%) of participants with 290% to ]
<100% adherence 87 (37.3) | 37(301) 77 (82.1)
Mo, (%) of participants with :Zf:::i cl:: 1(04) i 3 (24) : 26 (302}
Mo, (%) of participants with <75% i ' '
uih <75% Yoo - tes ( 22 {1?.?]}
\_/

Intermittent valganciclovir had a lower median adherence
compared with participants who received once daily
valganciclovir (95.1% vs 100%).

lowest median adherence first quartile ( < 52 mlU/min
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Impact of kidney function on 200 days of antiviral prophylaxis for cytomegalovirus disease in
cytomegalovirus-seronegative recipients of cytomegalovirus-seropositive donor kidneys: Post hoc analysis of a

randomized, phase 3 trial of letermovir vs valganciclovir
Budde K et al. American Journal of Transplantation 25 (2025): 2621-2633

LETERMOVIR GROUP (n=233) VALGANCICLOVIR group (n= 247)
CrCl quartile at week 28 (mL/min) Letermovir Letermovir group: No. Valganciclovir group Valganciclovir group: No.
group pts with CrCl <67 vs >67 pts with CrCl <67 vs >67
n/m (%) (95% CI) n/m (%) (95% CI)

No. pts with qCMV DNAemia
0-=52

>52-<67

>67-<85

>85

With breakthrough quantifiable
CMV DNAemia through week 28
0-=52

>52-<67

>67-<85

>85

2/117 (1.7%) (0.2-6.0) 17/130 (13.1%) (7.8-20.1)

3/116 (2.6%) (0.5-7.4) 5/117 (4.3%) (1.4-6.7)

= NONDN
A =200 O©

1/117 (0.9%) (0.02-4.7) 10/130 (7.7%) (3.8-13.7)

1/116 (0.9%) (0.02-4.7) 4/117 (3.4%) (0.9-8.5)

o = =0

In CMV D+R- KTRs, letermovir prophylaxis was associated with less CMV DNAemia compared with
valganciclovir in participants with low kidney function during the 200-day prophylaxis period

LTV-> Higher adherence overall to the active CMV antiviral, lower rates of
quantifiable CMV DNAemia, including breakthrough, and fewer prophylaxis

discontinuations. LO MEJOR DE 2025
EN...CMV TOS



Hospital Acquired Infections Among Solid Organ Transplant Recipients Hospitalized in Intensive Care Unit

(2018-2024): A Study of the GiViTI
Genovese C. et al. Transplant Infectious Disease, 2025; 27:€70120

©

8

=21

Describing the epidemiology, clinical characteristics, and outcomes of patients who developed an
ICU-acquired infection following a SOT procedure.

Multicenter, retrospective study . Italian PROSAFE Project. 31 Italian ICUs. 2018- 2024.

Inclusion criteria: All adult patients admitted to ICU during the same hospitalization as their organ
transplant procedure .

Hospital-acquired infections occurring more than 48 h after ICU admission:

* Bloodstream infections

* \entilator associated pneumonia
* Intra-abdominalinfections

* Urinary tract infections
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Hospital Acquired Infections Among Solid Organ Transplant Recipients Hospitalized in Intensive Care Unit

(2018-2024): A Study of the GiViTI
Genovese C. et al. Transplant Infectious Disease, 2025; 27:€70120

e TX:3720. Included 2210 (59.4%) > 48h in ICU.

* 193 ICU-HAI by 154 SOT recipients ( 6.9% of all SOT ).

. Median time ICU-HAI from ICU admission: 6 d (IQR 4, 14) Median time ICU-HAI from SOT: 6d (IQR 3, 10)
- VAP (74, 38.3%), BSI (56, 29%), IAl (46, 23.8%), and UTI (17, 8.8%).

70
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50

40

30

57,9

23
20 15,8
0

% ICU-HAI by
type of transplant

HEART

25.9%

mBS| mIAl OUTI

34,1

30,6

5,9

-

LIVER

6.6%

29,4

VAP 63,3

26,7

LUNG
10.8%

Outcome

AllLICU admitted

ICU HAI

(n=2210)

ICU Mortality (n, %) 3.8%
ICU Length of stay (median, IQR) 4(2.0,7.0)
IN- hospital Mortality (n, %) 21 %

| In-hospital Length of stay (median, IQR)

22.0 (14.0, 40.0)

(n=154)
22.7%

24.0 (14.0, 41.5)
7.0%

56.0 (34.5, 85.0)

35,3
23,523,5

KIDNEY

4.5%

17,6

MORTALIDAD X10

GNB: Klebsiella spp. and
Pseudomonas spp.
GPC: E. faecium and CoNS

39% MDRO infections
CR-Klebsiella spp.(34%)
VR E.faecium (56%)
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Impact of Vancomycin-Resistant Enterococci (VRE)-Active Perioperative Prophylaxis in Liver

Transplant Patients Colonized by VRE
Burastero et al. Clinical Infectious Disease, 2025

In LT population the prevalence of VRE pre-transplant colonization varies from 13% to 44%, with 6.7 and 3.65-fold
higher risk of VRE-infection and all-cause mortality at 1 year post-transplantation in VRE carriers.

@ Analyze effectiveness of vancomycin-resistant Enterococci (VRE)-active prophylaxis for preventing early
post-liver transplantation (LT) VRE infections in VRE-colonized patients

@rm Retrospective, observational, multicenter study ( Italia x2 , UK). Consecutive LTX VRE- colonized. (2010-2023)

Incidence of early-onset (30 days) VRE infections was compared between patients who received active
:/ prophylaxis for VRE and those who did not.
- VRE BSI
- VRE superficial surgical site infections (SpSls)
- Deep surgical site infections (DSIs).
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Impact of Vancomycin-Resistant Enterococci (VRE)-Active Perioperative Prophylaxis in Liver
Transplant Patients Colonized by VRE
Burastero et al. Clinical Infectious Disease, 2025

¥

LT standard antibiotic prophylaxis
CEF3 + ampicillin for 48 hours. 69 patients received VRE active prophylaxis
RFH, cefotaxime + metronidazole for 24 hours; + teicoplanin for MRSA 62 patients received non-VRE active prophylaxis
VRE-active prophylaxis

tigecycline or linezolid or daptomycin 10 mg/kg per day, all for 48 hours.

33.6% patients were pre-LT colonized by an MDR pathogen different from VRE.

Early VRE infections : VRE-active and non-VRE-active groups (8.7% vs 12.9%; P = .621).- no difference
Any early pathogen infection: VRE-active 15.9% and VRE non-active 32.2% (P = .047).

Factors associated with VRE infection. Multivariate analysis

* Intensive care unit days
* prolonged mechanical ventilation
* reoperation

* VRE-active prophylaxis in VRE-colonized patients at LT is not effective.
* Use of tigecycline was associated with a lower risk of early infection due to any pathogen.
* Targeted prophylaxis against VRE in patients colonized by this pathogen and undergoing LT
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Donor-derived bartonellosis in solid organ transplant recipients from unhoused donors in Alberta

Kabani et al. American Journal of Transplantation 25 (2025) 417-423

 In2022, 3 SOT recipients that received an organ from an unhoused deceased donor (UDD) developed

bartonellosis secondary to B quintana. Alberta, Health Canada.

* Bartonella serology screening on stored samples from UDDs starting in January 2022 and

prospectively on any UDDs at time of organ procurement.

‘ UDD(32)

Titers 1gG > 1:256 recent infection. | p.1):D2) ] 12D + D-(20)
I
| |
No Transmission
I
| 1 1 1 )
0 K+ 2K | | ko | | KM
Attack rate :12.5%, N e | | <
i- g . NA
37 R Lu LiNA KFf Li Lu
A Lu- L Li-
negativay mﬁiﬂgm toteceién | “T0GL) | Serclogi
recepturts asintomdticos  ni BA. sintomatica asintomiticos indeterminada
37 19 (22%) B(32%) |6(16%) 3 (B%) 1 {3%)

37 recipients (Kidney [14], Liver [10], Lung [7], Kidney-Pancreas [4], Heart [2])
received organs from 12 donors.
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Donor-derived bartonellosis in solid organ transplant recipients from unhoused donors in Alberta
Kabani et al. American Journal of Transplantation 25 (2025) 417-423

Six SOT recipients developed probable donor-derived B quintana infection from 4 donors

Donor-derived infection : KTR (4/14, 29%); KPTR (1/4, 25%), LiTR (1/10,10%)

skin lesions ( single to multiple nodular lesions +/- oral mucosal involvement
Fever (50%) and mialgias (50%)

Median time ( tx to presentation): 5.5 months ( 2-10 mo)

DX: Positive PCR skin (100%). PCR blood: 2+/6

Treatment: Doxicicline (3-4.5 months)

» Benefit in screening donors with history

» of being unhoused and drug use in areas with
known high disease seroprevalence ?

» Universal prophylaxis for recipients of
seropositive donors?

Figure 2. Skin manifestation of solid organ transplant recipients with donor-derived bartonellosis.
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Updates on Donor-Derived Infection in Solid Organ Transplantation, Report from the 2024 GTI (Infection and

Transplantation Group) Annual

Eldin C et al. Transpl. Int. 2025 38:14237.

Genotypes 1 and 2 (G1 and G2) are strictly human, of orofecal transmission, G3 & 4 are a zoonosis.

Chronic HEV is defined by replication beyond 3 months after infection.
In case of HEV infection in SOT, around two-thirds developed chronic hepatitis.

In France, HEV RNA is
screened in donors’ sera

N\ g 7~
2 ISS
Systematic screening has
been implemented in the
UK

HEV incidence in organs
of deceased donors s
0.94 per 1,000 (x 4 higher
than in their blood )

Deaceased donor

Decision to transplant the organ pending donor positive serum HEV RNA or positive results obtained after the transplantation

If both donor and recipient
have detectable HEV RNA
at the time of
transplantation, a
phylogenetic analysis
should be done at the
reference center to
determine which of the
variant persist

Detectable HEV RNA in recipients’s serum

Regardless of HEV RNA status

in donor’s serum

Liver tests and

Serum HEV RNA /week for 1 month

HEV RNA not detectable
inthe serum at M1

1

| Detected HEV RNA in the serum - Transmission of HEV

Liver test/15 days after M1

HEV RNA test serum/stool M2, M3

[

I HEV RNA negativation Serum/Stool |

No HEV Primoinfection

r

Recovery

| HEV RNA serology and blood testing in the recipient at M3 |

FIGURE 1 | Recommendations in France for cases where HEV RNA is dstected in the recipient’s blood following transplantation from a HEV-positive deceased

raan Annor

HEV RNA + before M3
Impaired liver function
I

Risk factor to consider:
Liver transplant, marginal liver graft
Underlying liver disease
Polyclonal antibodies induction

!
Ribavirin
(case-by-case discussion)

HEV RNA +at M3

Ribavirin
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Hepatitis E virus screening in solid organ transplant recipients: prevalence and implications for implementation,

Spain, 2021 to 2023
Pereira S et al. Euro Surveill. 2025;30(44):pii=2500254.

@ Determine the prevalence of HEV viraemia and to evaluate the clinical evolution of HEV infection in SOT.

m@ Multicentre cross-sectional study including adult SOT recipients under follow-up in Spain. (2021-2023).
Promoted by GEHEP -SEIMC.

_/ Prospectively tested for HEV RNA in peripheral blood. If detectable viraemia - > followed up every 3
— months to evaluate viral persistence.

940 patients included. Five patients were infected. Liver enzimes were normal. 3/5
® - > HEV chronic infection.

/N

s | Prevalence of HEV infection IN SOTR:0.53% (95% confidence interval: 0.23-1.24).
mmmmm | Prevalence of chronic HEV infection IN SOTR: 0.32%.

Support the implementation of a spanish national HEV screening programme to enable early
detection, timely treatment and improved patient outcomes
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Serologic screening and molecular surveillance of Kaposi sarcoma herpesvirus/human herpesvirus-8 infections for
early recognition and effective treatment of Kaposi sarcoma herpesvirus-associated inflammatory cytokine

syndrome in solid organ transplant
Mularoni A et al. American Journal of Transplantation 25 (2025) 1070-1085.

Retrospective cohort study was conducted at ISMETT, SOT

il "e"°"l guBs -2 center performing LT, LiT, HT, KT, PT. Palermo, Italy .
[ 1
1963 SOT 1580 SOT
RECIPIENTS DONORS . .
, I All consecutive patients who underwent SOT from 2011 to
1856 HHV8-Ab screening at baseline o reenin in H
e 1349 HHV8-ADb screening at baseline 2023 were |nClUded.
- kidney= 616 1
- heart=151 Donor HHV-8 Ab
- lung= 145 positive:
1 45 (3.3%) HHV-8 D+/R-
[ I I 1
D+/R-=49 D-/R- = 1652 D-/R+ = 149 D+/R+ =6 . PRIMARY INFECTION
-liver=33 - liver=815 -liver=93 - liver=3 Time Tx-KICS: 85d (52-112)
o .- i, s 7 8% Attributable death/ patients with KICS : 57%
+136 d : : KICS
lungs\_ +22 d e=1 Death KICS treated anti CD20: 0%
. Death KICS non treated antiCD20: 100% 32% .
22 donor-derived Isn::c'tT:rrnys 12 reactivations 0 reactivations Asymtomatic
primary infections - liver=6 41%
- liver=21 - liver=4 - kidney=1
- kidney=0 "A‘:’a‘:‘tV:l" -_Tj:rtjf 0 H:V&nlated
.-r;s:::;) i |ung=0 g= iIseases nO-KICS
non
1 dissegi:rgsed KS 1 KICS + HLH + \_ 3Ks neoplastic ‘s &(:(ICS
- an _lcu vi g
i e RS 23% e
- liver Tx=1 n= 22
d; Inﬂam(mat'a::ys) Switch to mTOR inhibitors (68%)
[ - Antiviral therapy (55%)
Anti-CD20 therapy/patients with KICS (71.4%)
7 KICS
= - liver=6
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Serologic screening and molecular surveillance of Kaposi sarcoma herpesvirus/human herpesvirus-8 infections for
early recognition and effective treatment of Kaposi sarcoma herpesvirus-associated inflammatory cytokine
syndrome in solid organ transplant

Mularoni A et al. American Journal of Transplantation 25 (2025) 1070-1085.

FIRST PHASE: (2011-2017)

HHV-8 serology screening all D and R-> stratify risk post-Tx HHV-8-related disease.
HHV-8 D+/R- or R+-> HHV-8 DNAemia (every 2 wks up to 3 mo; monthly up to 1 year post-Tx;
Patients with persistent positive HHV-8 DNAemia and symptomatic infection are treated with an antiviral (foscarnet or cidofovir).

SECOND PHASE: (2017-)

Strict clinical monitoring and early intervention in cases of primary HHV-8 infection (D+/R- and D-/R-) or reactivation (R+).
IS switched by replacing calcineurin inhibitors (CNIs) with (mTOR) inhibitors, when feasible.

In KICS, we additionally provide rituximab plus an antiviral (foscarnet or cidofovir) as soon as is diagnosed.

PROPOSED PROTOCOL FOR THE MANAGEMENT OF HHV-8 INFECTION IN SOT
* Testing donors and recipients,

* monitoring for DNAemia in recipients at high or moderate risk

e treatment with antivirals

e switching CNIto mTOR inhibitors

* Rituximab for KICS.

@ Systematic review HHV8-related diseases in solid organ transplantation
\) Bonazzetti et al. / Clinical Microbiology and Infection 31 (2025) 1816—1821 LO MEJOR DE 2025EN ...
INFECCION VIRAL EN TOS



Analysis of Indeterminate QuantiFERON Assay Results in Solid Organ Transplant Candidates and Proposed

Management
Chiu CY et al. Transplantation 2025;109: 729-735.

Retrospective study (201-2023). Mayo Clinic hospitals ( AZ, FL, MN)
Adult patients (age >18 y) who underwent a SOT with LTBI screening before transplantation.

LTBI screening with QF T

Born in or had lived in high
| TB burden country 22 (3 %)

(N = 13,008)
P?;ltlvgzogl;T 4.8% 5.6% \Indet;qrr:lr;:tg) QFT 89.4%
* Frequency of indeterminate QFT 489 T B .
: No repeated ‘ (N = 247) 33.5%
* Rresults of repeat LTBI screening p I :
« Treatment decisions 74.8% | %L, | 19.4%77CLF oSy 5.6%
* Rate of posttransplant TB infection. Hﬁ ‘ l—l—l
8 4. 4% ggﬁt&nzir:zlg) Ne(g;li:; 5O)FT Tﬁ.sepggzirfg Po?'::iv:e;l;ST Ne‘g;llvf:;I;ST
(N = 48)
LTBI Tx No LT'BI Tx LTBI Tx No LTBI Tx No L“I'BI Tx LTBI Tx No LTBI Tx
(N = 23) (N=713) (N = 15) (N =25) (N = 48) (N=1) (N=13)
e e 39 (5%) received LTBI treatment
Ne7) N=2)
0.3%

I

Negative QF T

(N =11,841)

Active TB

(N=1)
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Analysis of Indeterminate QuantiFERON Assay Results in Solid Organ Transplant Candidates and Proposed

Management

Chiu CY et al. Transplantation 2025;109: 729-735.

Patient Group Cumulative
Patlents Incidence (%
Indeterminate 0.3

Negative results 1 11 641 0.009
Positive results 7 629 1.1

Indeterminate QFT

l

- Social and environmental exposure risks?
- Positive TST or IGRA in the past without LTBI therapy

Risk factors for TB exposure (any of the below)
- Born in or had lived in high TB burden countries

Yes

No

Close contact with a person with active TB

History of incarceration or working in the prison system, history of
» residence in shelters/refugee camps or homelessness,

history of military service, or healthcare providers

Radiographic feature of TB

Yes

| Evaluate for active TB }4

No Positive

v

A 4

| Proven TB l l Exclude active TB

|

Y

A 2

Treatment of active TB
before transplant

LTBI Tx before transplantation if feasible.

Otherwise, LTBI Tx after transplantation

A4
Borderline Negative

r Y

|

Shared decision making for LTBI Tx

* Indeterminate IGRA results informed of the risk of developing active TB disease without treatment.
* Ifarepeat LTBltestis considered, T-SPOT TB might be a better choice than repeat QFT
 LTBItreatment should rely on both TB screening test results and epidemiological risk factors. LO MEJOR DE 2025 EN ... INFECCION
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Clinical Management and Outcomes of Nontuberculous Mycobacterial Infections in
Solid Organ Transplant Recipients: A Multinational Case-control Study
Lopez-Medrano F. Et al. Transplantation 2025;109: e134-e141

Management and 1-y mortality of NTM in SOT patients and factors associated. (

2 0 0 8 = 2 O 1 8) Kaplan-Meier Plot for All-Cause 12 Month Mortality

Retrospective, multinational, 1:2 matched case-control study L—
Controls matched on transplanted organs, NTM treatment center, and posttx
survival at least equal to the time to NTM diagnosis.

0.50

Survival Probability

0.25

In 85 patients and 169 controls
Lungs - site of infection SOT (57.6%). SGM most freq. MAI S— B,

NTM Case

T T T T
0 100 200 300
Time from NTM infection diagnosis, days

One-year mortality was significantly higher in cases than in controls (20%

versus 3%; P <0.001), and higher mortality was associated with lung
transplantation (HR 3.27; 95% CI[1.1-9.77]; P = 0.034).

Conclusions.
NTM disease in SOT recipients is associated with a higher mortality risk, especially among LTR.
Time to NTM treatment and reduction in net immunosuppression were not associated with mortality.
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Years 2018-2022 . Merative MarketScan Commercial and Medicare Supplemental Research Databases

9143 SOT patients included ( KT 5667, LiTX 2025, HTX 759, LTX 650, PTX 39) - 4% of US tx
360 SOT patients developed an IFD (incidence: 21.0 per 1000 person-years).
Mold infections had the highest incidence (7.1), followed by unspecified mycoses (3.9) and endemic mycoses (3.3).

N

(Incidence-1000 :Ezidence_
TOTAL SOT: 9143 persons-year) 1000
Any IFD 360 (21.0) persons-year
Mold infections 121 (7.1) Lung 105.3 117
Aspergillosis 115 (6.7) Pancreas 41.2 3
Mucormycosis 7(0.4) Heart 24.8 35
Candidiasis 48 (2.8) Liver 187 57
Endemic mycoses 56 (3.3) Kidney 56 38
Blastomycosis 2(0.1)
Histoplasmosis 31(1.8)
Coccidioidomycosis 23(1.3)
Cryptococcosis 27 (1.6)
Pneumocystosis 32(1.9)
Other specified 22 (1.3)
Unspecified 67 (3.9)
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360 SOT patients developed an IFD (incidence: 21.0 per 1000 person-years).

Solid organ transplant

A

HEART -

KIDNEY -|

LIVER

Transplant type

LUNG |

PANCREAS

0 500

1000 1500

Days to first IFI

IFD Type Median Days
from TX to
Diagnosis

AlLIFDs 173.5
Pneumocystosis 372.5
Cryptococcosis 210.0
Mold infections 178.0
Endemic mycoses  108.0
Candidiasis 104.0

IFD type

Candidiasis - '—[II‘—| omo
Cryptococcosis -| |—| | & I
Endemic }-—[ | fes I

Mold | FDE}—{ @ o

Pneumocystosis |—| ‘ &

66.0-407.5
134.5-792.5
42.0-544.0
78.0-318.0
53.5-492.0
50.0-315.0
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IFD in SOT (%) BY TYPE OF ORGAN
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IFDs remain an important cause of infection, particularly later in the posttransplant period. o MEJORDE2025EN ... INFECCION
por MICOBACTERIAS EN TOS



Outcomes of Coccidioides Seropositive Solid Organ Transplant Recipients After Selfdiscontinuation
of Antifungal Prophylaxis. Guptaetal. Transplantation 2025;109: 1251-1256.

Antifungal Prophylaxis for Coccidioidomycosis: How Long Is Long Enough? Shoham S et al. Transplantation 2025, 109 (7) : 1117-18

Infection caused by Coccidioides immitis and
Coccidioides posadasii. Endemic areas include parts of
the Southwest United States, Mexico, Central America,
and South America

First year after transplant, high risk for the development of
coccidioidomycosis, but risk persists beyond

Rate of symptomatic disease in TXR living in an endemic
area - 6.9% ( severe complications, 72% disseminated
infection, mortality 61%).

Antifungal prophylaxis of higher-risk patients decreased
rates of coccidioidomycosis during that first year to 2.6%
and universal prophylaxis all but eliminated cases during
that first year.

77 pts with EIA IG M pos discontinued
fungal prophylaxis- no infection -

Pretransplant
Coccidioides serologic

panel (EIA, CF, ID)

All transplant candidates

[
I

Positive serologic

findings or a history of Negative serologic

Ambiguous serologic findings:
EIA IgM only, or single positive

findings with no history

coccidioidomycosis of coccidioidomycosis

within 2 years prior to
transplant

Lifelong post-transplant
antifungal prohylaxis

serology with no clinical or CXR
evidence of infection

Standard post
transplant antifungal
prophylaxis

6-12 months, organ
dependent

Repeat serology and obtain chest CT

No evidence of active infection

- Standard post transplant antifungal prophylaxis

- Discuss risk/benefit of discontinuing at the end of
dard prophylaxis

Evidence of active infection

- prophylaxis lifelong

Discontinuing antifungal prophylaxis at the
end of that first year after transplant was
reasonable for patients whose only evidence
for coccidioidomycosis was positive EIA-IgM
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