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Introduction: Post-transplant lymphoproliferative disorders (PTLD) are heterogenous lymphoproliferative disorders that de-
velop because of immunosuppression in transplant recipients. Epstein-Barr Virus (EBV) infection is a major risk factor for
the development of PTLD. Its management generally involves a reduction in immunosuppression and initial treatment with
rituximab monotherapy (RM).

Aim: To present the epidemiology, management, and outcomes of PTLD in a large unicentric Spanish cohort of solid organ
transplant (SOT) recipient who were transplanted over a 30-year period.

Methods: This is a retrospective study of 5797 SOT recipients who had their first transplant between 1992 and 2021 at Hospital
Universitario 12 de Octubre. For each type of transplant, we calculated the incidence rate of PTLD. OS (Overall survival) was
analyzed using the Kaplan-Meier model and the log-rank test Prognostic impact of the main clinical, analytical variables and
prognostic indexes were analyzed.

Results: \With a median follow-up of 16.4 years, 105 of 5797 SOT developed a monomorphic or Hodking-like PTLD (1.8%). The
incidence was: 10% multivisceral transplantation (MVT), 2.8% heart, 2.3% liver, 2.2% lung, 1.4% kidney and 1.3% simultaneous
kidney-pancreas (SPK). Median age at transplant was 48.3 (1-89) years. 12 were pediatric recipients’ (1 lung, 1 kidney, 10
liver). 72% were men. Histochemical stains for Epstein-Barr virus (EBV) were performed in 75 of 105 diagnoses. EBER-positive
histology was observed in the majority of patients (n = 44/77, 57%). Median time from transplantation to PTLD was 6.7 (0-
16.4) years (21% in the 1st year post-transplant). In EBER-positive the onset was earlier (3.2 vs 9.2 years; p: .004) with 36%
arising the 1st year post-transplant. 5-years cumulative incidence was 10% in MTV compared to 0.18%-1.6% in the rest. With
a median follow-up of 6.9 years; median OS was 79.5 months, with no difference between type of organ transplanted, era
of transplant, EBER histology or time from transplant to PTLD. Using logistic regression, age, beta-2-microglobulin (B2M), as
well as the IPI, modified R-IPl, NCCN-IPI and GELTAMO-IPI prognostic indices were found to be significant prognostic factors
for OS ( Table 1). Interestingly, the highest OS stratification was observed with the modified R-IPI, showing a median OS not
reached in the low-risk group, versus 38 months at high risk and 3.2 months at very high risk (p<0.001). Immunosuppression
(IS) was switched as the 1st therapeutic aptitude in 57% of the patients. Median OS was not reached in patients with IS switch
(n=41) (plateau at 10 years; estimated OS 56%) vs. 15.3m for patients without IS switch (n=39) (P: .004) ( Figure 1). IS was
reduced in 80%. It also reached OS impact (P: .05). There were 89 monomorphic patients who were treated as follows: RM
(n=22), R-Chemotherapy (n=37), chemotherapy (n=6), no treatment (n=7), unknown (n=16). Of the 22 RM patients, ? (41%)
achieved complete remission (CR) with RM and required no further treatment. In the R-Chemotherapy (n=37) group (70%
R-CHOP), 26 (70%) reached CR. There was no significant difference in OS between the two groups. 8/22 (36%) died in the
RM group (2/22 (9%) due progressive disease (PD), 2/22 (9%) died pre-remission of non-PTLD causes and 4/37 (18%) died in
remission of unrelated causes). In the R-Chemo group 8/37 (48%) patients dead (4/37 (10%) patients died of PD, 6/37 (16%)
died pre-remission of non-PTLD causes and 8/37 (22%) died in remission of unrelated causes).

Conclusion: With this SOT cohort from a center with long experience we demonstrated an incidence of PTLD of 1.8%. EBV
positive PTLD emerged sooner but OS was similar to those EBV negative. Stablished prognostic indices in DLBCL such as
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IPI, NCCN-IPI, and modified R-IPl were also applicable in PTLD. The modified R-IPl showed the best separation between the
groups. Switch or reduction of the IS is an essential point to improve its prognosis. Our data suggest that first-line RM is an
interesting option to consider. Strategies to tailor treatment with the least possible toxicity are necessary in these vulnerable
patients. Additionally, our results suggest the utility of modified R-IPI in the clinical practice of PTLD and may serve as a basis
for the development of specific prognostic models for this entity.

Disclosures Grande: AbbVie: Other: Advisory Board. Martinez Lopez: Sanofi: Membership on an entity’s Board of Direc-
tors or advisory committees, Other: Travel grants, Research Funding; BMS: Membership on an entity’'s Board of Directors or
advisory committees, Other: Travel grants, Research Funding; Pfizer: Membership on an entity’s Board of Directors or advi-
sory committees, Other: Travel grants, Research Funding; Incyte: Membership on an entity’s Board of Directors or advisory
committees, Research Funding; Janssen: Membership on an entity’'s Board of Directors or advisory committees, Other: Travel
grants, Research Funding.

https://doi.org/10.1182/blood-2023-189478

ABSTRACTS € blood® 2 NOVEMBER 2023 | VOLUME 142, NUMBER Supplement 1 4491

20z aunr g0 uo jsanb Aq jpd-uiew-|601-po0jq/8S5y6L2/061 /L Juswalddns/zy | /pd-ajonie/poojqeusuonealigndyse/:dpy woly papeojumoq


https://doi.org/10.1182/blood-2023-189478

| Juawe|ddng ¥Y3gNNN 2yl IWNTOA | €202 3GINIAON Z ,POO] 9  26bY

S1OVvY1Sav

Variable Variable value 0dds Ratio p-value
Age [years) 52.5+/-19.8 1.028 (1.007 — 1.050) 0.009
Gender [males, %) 76 (73.1%) 0.778 (0.323 — 1.571) 0.575
Lymphocytes (n2/uL) 1400 +/- 2100 1.016 (0,822 — 1.255) 0.886
Monocytes (n2/uL) 510 +/- 750 0.834 (0.440 — 1.578) 0.577
LMR 2.55+/-2.54 0.984 (0.810—1.195) 0.870
LDH x1 URL (%) 55 (71.4%) 1.600 {0.580 — 4.410} 0.364
LDH x3 URL (%) 71 (27.3%) 3.111 (0.993 — 9.746) 0.051
B2M 2 3.5 mg/l (%) 33 [65.5%) 4.667 (1.275 — 17.077) 0.020
Albumin < 3.5 g/dl %) 41 (56.2%) 2.017 (0.801 — 5.078) 0.136
Bulky mass (%) 18 (23.5%) 0.616 (0.204 — 1.861) 0.390
Extranodal = 2 (%) 15 (20%) 1.682 (0.520 — 5.442) 0.385
Ann Arbor -1V (%) 52 (58.4%) 2.406 (0.990 — 5.8348) 0.053
1P1(36) Low: 22 (32.8%) 1.700 (0.393 — 7.358) 0.478
Low-Int: 14 (20.9%) 15.867 (3.214 — 78.321) 0.001
High-Int: 16 (23.9%) 22.100 (3.683 — 132.603) | 0.001
High: 15 (22.4%)
AA-IPIF (%) Low: B (14%) 0.500 (0.095 — 2.620) 0.412
Low-Int: 19 (33.4%) 2.200 (0.385-12.573) 0.375
High-int: 17 (29.8%) 3.333 (0.502 — 22.142) 0.213
High: 13 (22.8%)
Modified R-IPI** (%) Good: 23 (32.9%) 4.969 [1.465 — 16.856) 0.010
Poor: 33 (47.1%) 20.400 (3.377 - 123.245) | 0.001
Very poor: 14 {20%)
NCCN-IP1 [%) Low: 14 (20.9%) 1.711 (0.359 — B.145) 0.500
Low-Int: 20 (29.9%) 12.467 (2.467 — 62.987) 0.002
High-Int: 22 (32.8%) 16.500 (2.246 — 121.228) | 0.006
High: 11 (16.4%)
GELTAMO-IPI (%) Low: 15 (28.8%) 1.143 (0.287 — 4.547) 0.850
Low-Int: 19 (36.5%) 3.333 (0.557 — 19.949) 0.187
High-Int: 9 (17.3%) 16.000 (1.542 — 166.046) | 0.020
High: 9 (17.3%)

Table 1. Clinical and analytical factors that could have an influence on PTLD prognosis. This shows
variable wvalues and statistical walues and significance in univariant logistic regression.
LMR: Lymphocyte-to-Monocyte Ratio. LDH: Lactate-Deshidrogenase. UPR: Upper Reference
Limit. B2M: Beta-2-Microglobulin.

* AA-IPI: Age-Adjusted IPL.

** Modified R-IPI: groups are modified to the original R-IP] {Good: 0-1 points; Poor: 2-3 points;
Very poor: 4-5 points).

IS change (n=41)

Overall survival
=
o,

No IS change (n=39)

U] 60 120 180 240 300

Months from PTLD diagnosls

Figure 1. Overall survival in patients with IS change (blue line, n=41) vs without IS
change (red ling, n=39), p = 0.004.
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