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INTRODUCTION: Peripheral T-cell ymphomas (PTCL) represent a rare and heterogenous group of mature T-cell lymphomas
often characterized by aggressive behavior. Previous studies evaluating the distribution of PTCL subtypes across Latin America
(LATAM) were limited in their representation of most countries in the region. Additionally, a lack of standardized management
for several subtypes and the absence of comprehensive lymphoma registries in LATAM suggests exploring real-world treatment
patterns and clinical outcomes. We conducted an international pooled analysis to assess the distribution of PTCL across
LATAM countries and report treatment outcomes.

METHODS: We compiled data from patients aged =18 years with newly diagnosed PTCL from the retrospective registry of the
Grupo de Estudio Latinoamericano de Linfoproliferativos (GELL, n=988, 1975-2023), the Brazilian T-cell Project (Brazilian TCP,
2015-2017, 168 cases retrospective; 2017-2023, 425 cases prospective) and the prospective registry of the International T cell
Project (ITCP, n=529, 2006-2023). Data were abstracted from medical records in a standardized form. Survival data was only
available from the GELL and Brazilian TCP. Overall survival (OS) was estimated from diagnosis to death from any cause, while
progression-free survival (PFS) was defined from diagnosis to relapse, progression, or death from any cause. We used the
Kaplan-Meier method and Log-rank test to estimate and compare survival probabilities.

RESULTS: We enrolled 2110 patients from 11 LATAM countries. Overall, the median age at diagnosis was 54 years (range 18-95
years), most were male (59%), present with advanced stage disease (Ann Arbor IlI-IV, 67%), and had good performance status
(ECOG <1, 71%) (Table 1). After PTCL not otherwise specified (NOS, 39%), adult T-cell leukemia/lymphoma (ATL, 18%) and
extranodal NK/T cell ymphoma (ENKTL, 16%) were the most frequently diagnosed PTCL subtypes with varying distribution
across LATAM countries. Peru had a higher prevalence of ATL (39%) and ENKTL was frequently diagnosed in Central America
(43%). In contrast, ALK-negative (ALK-) anaplastic large T-cell ymphoma (ALCL) was the second more frequent subtype in Brazil
(18%), Chile (16%), and Argentina (9%). The percentage of mature T-cell NOS was 27% in Argentina and 28% in Chile. A total of
1620 received chemotherapy. First-line chemotherapy varied across subtypes. Patients with ENKTL were frequently treated with
asparaginase/platinum-based therapy (62%), while CHOP was more commonly used for ATL or PTCL NOS (46% for both).
Chemotherapy with CHOEP/EPOCH was frequent for patients with ALK- ALCL (45%), ALK+ (ALCL 47%), or AITL (48%).

With a median follow-up of 33 months, the 3-year OS and PFS for the overall cohort were 40% and 30%, respectively. ALK+ ALCL
had superior survival estimates, with a 3-year OS of 77% and a 3-year PFS of 73%. The 3-year OS for patients with ENKTL was
48% and the PFS was 45%. Patients with ATL experienced the lowest survival rates (OS and PFS of 23% and 16% at 3 years,
respectively). The use of asparaginase/platinum or CHOP-based therapy was associated with superior 3-year OS (61% and 52%,
respectively; p=0.011) and PFS (57% and 49%, respectively; p=0.017) among patients with ENKTL. For ATL, the use of
CHOEP/EPOCH was associated with improved 3-year OS (21%, p=0.009) and PFS (15%, p=0.024), but outcomes remained
dismal.

CONCLUSION: To our knowledge, we report the largest pooled cohort of PTCL subtypes across LATAM by leveraging the
retrospective registry of the GELL consortium and data from the Brazilian TCP and ITCP. Our findings suggest a distinct
distribution of PTCL subtypes across LATAM countries, with a higher prevalence of ATL and ENKTL compared to the
epidemiological patterns in Western countries. This distribution underscores a unique opportunity to increase trial enrollment
and accrual of rarer PTCL subtypes. The relatively high percentage of mature T-cell NOS suggests difficulties in providing
specific ymphoma diagnoses in the region. The low survival rates for some subtypes indicate the need to develop novel
therapies to improve patient outcomes. A larger prospective assessment of PTCL epidemiology and treatment outcomes is
being planned to expand the ascertainment of cases, improve pathological classification of the different PTCL subtypes, and
validate our results in the LATAM region.

Table. Clinical, treatment and outcome features of LATAM PTCL

et All patients *, GELL®, Brazilian TCP, ITCP-LATAM ©, e
No. (%) No. (%) No. (%) No. (%)
No. of patients 2110 988 593 529
Study period, years 1975 - 2023 1975 - 2023 2015 - 2023 2006 - 2023
Age at diagnosis in years, median (range) 54 (18 - 95) 55 (18 - 95) 52 (18-92) 53 (18 - 86) 0.116
Males 1073 (59) 585 (59) 349 (59) 139 (59) 0.987
Missing 295 1 0 294
PTCL subtype, grouped < 0.001
PTCL-NOS 751 (39) 401 (41) 192 (32) 158 (47)
ATL 337 (18) 245 (25) 92 (16) 0(0)
ENKTL 295 (15) 182 (18) 79 (13) 34 (10)
ALK- ALCL 212 (11) 38 (4) 106 (18) 68 (20)
ALK+ ALCL 78 (4) 20 (2) 39 (7) 19 (6)
AITL 128 (7) 34 (3) 62 (10) 32(9)
Others 116 (6) 66 (7) 23 (4) 27 (8)
Missing 193 2 0 191
HIV infection 51 (4) 17 (3) 18 (3) 16 (5) 0.496
Missing 685 445 60 180
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Cancer stage lll-IV 1207 (67) 553 (66) 426 (72) 228 (61) <0.001
Missing 307 145 5 157
ECOG score 0-1 1237 (71) 554 (73) 434 (74) 249 (62) <0.001
Missing 362 233 3 126
B symptoms 1102 (63) 504 (61) 363 (62) 235 (69) 0.029
Missing 352 161 3 188
First-line chemotherapy (n = 1620) < 0.001
CHOP 657 (41) 353 (49) 120 (22) 184 (53)
CHOEP/EPOCH 511 (32) 170 (23) 271 (49) 70 (20)
Other multiagent 348 (21) 144 (20) 121 (22) 83 (24)
Single agent 104 (6) 57 (8) 36 (7) 11 (3)
First-line treatment responses
CR 595 (44) 252 (37) 258 (55) 85 (47)
PR 255 (19) 126 (18) 126 (27) 3(2)
SD 176 (13) 64 (9) 82(17) 30 (16)
PD 312 (23) 245 (36) 3(1) 64 (35)
Not assessed 772 301 124 347
Allo-HCT as consolidation 24 (2) 8(2) 10 (11) 6(1)
Auto-HCT as consolidation 152 (15) 26 (5) 80 (89) 46 (11)
3-year OS (95% Cl)
ALK+ ALCL 77 (66-90)
ALK- ALCL 53 (44-64)
PTCL-NOS 38 (33-44)
ENKTL 49 (42-56)
AITL 37 (26-52)
ATL 23 (18-30)
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