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Summary statement. The combination of brentuximab-vedotin with ifosfamide, carboplatin and
etoposide (BV-ICE) has not been reported so far for the treatment of relapse or refractory
peripheral T cell lymphoma (R/R PTCL). R/R PTCL patients can achieve complete response with
this combination, but unfortunately, few had a sustained response. This association should

preferably be used as a bridge to stem cell transplant or be followed by maintenance therapy.



Abstract.

Objectives. Relapsed/refractory peripheral T cell-lymphomas (PTCL) have a poor prognosis. We
aimed at assessing efficacy of ifosfamide, carboplatin, etoposide (ICE) regimen, a known
therapeutic option, to which we added brentuximab-vedotin (BV).

Methods. In this study, we retrospectively analyzed patients with PTCL treated with BV-ICE in
our center between July 2014 and March 2018.

Results. Fourteen patients received BV-ICE. Median age was 62 years (range, 31-73). Main
histological subtypes were PTCL not otherwise specified (29%), angioimmunoblastic T-cell
(21%), follicular-T helper (21%) or anaplastic large-cell (15%) lymphomas, all were CD30
positive. Overall response was seen in four (29%) patients, and complete response (CR) in two
(14%). Most frequent adverse events were infections, and cytopenia. Two-year progression-free
and overall survival were 14% and 17.5%.

Conclusion. Patients with relapsed/refractory PTCL treated with BV-ICE can achieve CR, but
few had a sustained response. This association should preferably be used as a bridge to stem cell

transplant or be followed by maintenance therapy.
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Introduction.
Peripheral T-cell lymphoma (PTCL) is uncommon and represents approximately 10% to 15% of
all non-Hodgkin lymphomas (1). Nodal subtypes, including PTCL-not otherwise specified (PTCL-
NOS), anaplastic large-cell lymphoma (ALCL) and angioimmunoblastic T-cell lymphoma (AITL)
are the most frequent among Caucasian patients (1). They are a heterogeneous group of
lymphomas with an aggressive clinical course. The T-cell phenotype has a negative impact on
overall survival (OS), and PTCLs display worse remission and survival rates in comparison with
B-cell lymphomas. Patients frequently have advanced stage and extranodal disease at diagnosis,
especially with bone marrow and skin involvement. First-line treatment is usually
phosphamide, doxorubicin, vincristine, prednisone (CHOP) or CHOP like chemotherapy,
sometimes with addition of etoposide (CHOEP); complete response (CR) rate with this regimen is
64%, and 5-year OS is poor (approximately 30%) (2). However, despite these unsatisfactory
results, this remains the standard front-line therapy for CD30-negative PTCL, as other

chemotherapy regimens do not seem to yield better results (3).

CD30 is a trans-membrane glycoprotein belonging to the tumor necrosis factor receptor
superfamily, and is often expressed by T cell lymphomas (4, 5). It can be targeted by brentuximab-
vedotin (BV), an antibody-drug conjugate, which combines a CD30 monoclonal antibody with the
microtubule-disrupting agent monomethyl auristatin E. The use of BV in combination with

phosphamide, doxorubicin, and prednisone (CHP) was recently approved as a new standard

of care in patients with previously untreated CD30-expressing PTCL (6), based on the results of

the ECHELON-2 study (7). With this combination, median PFS was 48.2 months for patients

treated with BV-CHP versus 20.8 months for patients treated with CHOP, resulting in a hazard

ratio (HR) of 0.71 (95% CI 0.54-0.93). BV-CHP yielded better CR rate (68% versus 56%), and

ORR (83% versus 72%). The trial also demonstrated improvement in OS (HR 0.66; 95% CI:

0.46-0.95); after a median follow-up of 42 months, the median OS was not reached for either

group. The 75th percentile OS was not reached for the BV-CHP group and was 17.5 months for
HOP group (7).

Relapsed or refractory (R/R) T cell-lymphomas generally have a very poor prognosis (8). In these

patients, the median progression-free survival (PFS) is three months and the median OS is only 5.7



months (9). Therapeutic options at relapse include combination chemotherapy regimens such as
DHAP (dexamethasone, high dose cytarabine, cisplatin) or ICE (ifosfamide, etoposide,
carboplatin). Early consolidation with autologous stem cell transplantation (SCT) in responsive
patients can be an option, but this approach is restricted to fit patients with good performance

(9), and has a low success rate.

Novel single agents, such as pralatrexate, an antifolate agent, or histone deacetylase inhibitors
romidepsin and belinostat can also be used in R/R PTCL. These drugs are able to induce objective
responses ranging from 23% to 38% in R/R PTCL, and rare patients achieve durable remissions
(10-12). The combination of romidepsin and ICE regimen has also been used for the treatment of
relapsed or refractory T-cell (13). With this combination, the overall response rate (ORR) was
93%, 12 (80%) patients achieved CR and nine (50%) patients proceeded to SCT (five allogeneic,
four autologous). The median PFS was ten months (95% confidence interval (CI): 1-21 months)
and the median OS was 15 months (95% CI: 10-20 months). Other agents, such as alisertib,
bendamustine or lenalidomide, have shown efficacy in treating R/R PTCL and can be a
therapeutic option after failure of other agents (14-16). The COMPLETE study suggests that
treatment with these new agents can allow greater response and survival at first relapse in PTCL
patients, while maintaining the ability to achieve transplantation, compared to multidrug
chemotherapy (17). However, this non-randomized study included a small and heterogeneous
population, which might have included bias in the analysis. We therefore need other approaches to

treat these challenging patients.

As mentioned earlier, the use of BV-CHP is a new standard of care in patients with previously

untreated CD30-expressing PTCL. Use of combination of targeted agents and chemotherapy,

rather than a single-agent, has also been associated with a more favorable outcome in relapsed or
refractory PTCL (9). Furthermore, the addition of BV to the ICE regimen is being evaluated
prospectively in an on-going study including patients with relapsed or refractory Hodgkin’s
disease (NCT02227199), with good results and no excessive cumulative toxicity. We chose to
evaluate this combination among patients with relapsed/refractory PTCL, as CD30 is often
expressed by T-cell lymphomas. In this study, we retrospectively analysed all patients treated with

the combination of BV-ICE in the setting of CD30* relapsed/refractory PTCL.



Patients and Methods.
Population. Inclusion criteria were diagnosis of PTCL; treatment with the combination of BV and
ICE; age >18 years old. Diagnosis was carried out according to the World Health Organization
classification. Expression of CD30 was assessed by immunohistochemical staining, and CD30
positivity was defined by any detectable CD30 expression with this method and quantified either
by percentage or semi-quantitative measure of all tumor cells.

otherapy regimens. ICE consisted of ifosfamide IV 5 g/m? on day 1, carboplatin IV with an
area under the curve (AUC) of five on day 1, and etoposide IV 100 mg/m? on days 1-3. Cycles
were repeated every 21 days. BV was given at a dose of 1.8 mg/kg (maximum dose, 180 mg) as an

intravenous infusion over 30 minutes, on day 1 and day 8 of a 21-day treatment cycle.

Granulocyte-Colony Stimulating Factor (G-CSF) was used to prevent febrile neutropaenia. All
patients were given herpes zoster prophylaxis with valaciclovir and pneumocystis prophylaxis.
Outcome. This is a retrospective, monocentric study. Data collected as part of routine care were
retrospectively analysed. Toxicity was graded using the Common Terminology Criteria for
Adverse Events (CTCAE) v5.0. Response to treatment was assessed with positron emission
tomography with 18F-fluorodeoxyglucose after two and four cycles, or earlier according to
physicians’ judgement.

Statistics. Continuous variables were recorded as median and range. Qualitative variables were
recorded as frequency and percent. OS (OS) was defined as the time from BV-ICE chemotherapy
initiation to death from any cause; PFS as the time from BV-ICE initiation to relapse or
progression or death from any cause, whichever came first. OS, PFS and follow-up were
calculated by the Kaplan-Meier method. Baseline statistics were performed using Microsoft Excel
v12.2.8 for data analysis, and Graphpad prism software v7.0 for response to treatment and survival
analysis.

Ethics. This study was conducted in accordance with the guidelines of the Declaration of Helsinki
of 1975, as revised in 2008. No informed consent was required as this study was retrospective.

Patients signed a non-opposition form for the use of their clinical data.

Results.



Population. Between July 2014 and March 2018, 14 patients with relapsed or refractory PTCL
were treated with BV and ICE at our center. Patients’ characteristics are described in Table 1.
Median age was 62 years (range, 31-73). Most frequent histological subtypes were PTCL-NOS,
AITL, follicular-T helper (FTH) lymphoma and ALCL. All patients had positive CD30
imm nohistochemical staining, but level of positivity varied among patients (Supp. Table 1).
CD30 positivity was high in four (29%) patients, and low or intermediate in seven (50%) patients.
Level of positivity was not available in three (21%) patients (Table 1). Most patients had
aggressive disease: all except one had Ann-Arbor stage III-IV disease, median International
Prognostic Index (IPI) score was two (range, 1-3). Median Eastern Cooperative Oncology Group
(ECOG) status was one (range, 0-3). All patients had refractory disease at treatment initiation and
had received a median of two therapeutic lines (range, 1-3) before treatment initiation. Median

time from diagnosis was 7.7 months [interquartile range IQR, 3.1 — 11.1].

BV-ICE regimen. Median number of cycles of BV-ICE regimen received was one (range, 1-4).
Chemotherapy was stopped in 11 patients because of progressive disease (nine patients, 64%) or
toxicity (two patients, 14%). Full-dose chemotherapy was administered in seven patients (50%);
dose-reduction was decided for the others, because of age, ECOG status and/or comorbidities,

according to physician’s judgment.

Adverse events. Adverse events (AEs) observed in the BV-ICE cohort are described in Figure 1.
We observed 28 (68%) grade III-IV AEs and two (5%) grade V AEs, one septic shock and one
encephalopathy (status epilepticus). Most frequent AEs were infections (n=15, 37%), and were
mostly fever of unknown origin. We also observed cytopaenias, mostly anaemia (n=7, 17%) and
thrombocytopaenia (n=6, 15%). Neutropenia was less frequent (n=3, 7%); G-CSF was
systematically used. Haematological toxicity was significant, as 94% of cytopaenias were grade
M-IV (n=15). We observed three cases of encephalopathy, including one fatal status epilepticus.

Only one patient experienced peripheral neuropathy.

Response. Overall response (OR) was seen in four (29%) patients. Two (14%) patients achieved a
durable CR, of 29 and 42 months, respectively, as noted in outcomes. Partial response (PR) was

seen in two patients. One patient had stable disease. Disease progression was seen in the other



nine patients. To note, among three of these patients, clinical or metabolic response was seen after
one or two cycles (two had PR and one had CR) but had then progressive disease.

As indicated in Supp. Table 1, the two patients who achieved CR had better ECOG status, had
received fewer treatment lines before BV-ICE; age, comorbidities, Ann-Arbor stage, or
chemotherapy dose reduction did not seem to influence the response to BV-ICE. One patient had
ALCL, the other had PTCL-NOS; both patients had high CD30" expression (100% of tumor cells)
on immunohistochemical staining. Achievement of CR allowed these patients to receive
consolidation treatment: one patient received two cycles of BV-ICE, followed by one cycle of BV
alone, as a bridge to allogeneic SCT; the other patient received four cycles of BV-ICE followed by
maintenance with 11 cycles of BV as a single agent, given every three weeks. Neither of them

relapsed at last follow-up.

Outcome. Median follow-up was 29.5 months. Median PFS was 36.5 days. Median OS was 103
days. The two-year PFS and OS were 14% and 17.5%, respectively. Only the two patients who
achieved CR remained alive at last follow-up, 29 and 42 months after treatment initiation. Nine
(64%) patients died of progressive disease. Three (21%) patients died of other causes, one from
cardiogenic shock, and one from status epilepticus; the third patient had progressive disease after
one cycle of BV-ICE, underwent salvage chemotherapy and allogeneic SCT, and died from septic
shock occurring four months after BV-ICE treatment. Survival data is shown in Figures 2a and

2b.

Discussion.

Relapsed or refractory T cell-lymphomas have a very poor prognosis. In our study, the OR for
patients treated with BV-ICE was 29%, but only 14% had sustained CR. Median PFS was 36.5
days, and median OS was 103 days.

Data for efficacy of ICE chemotherapy for relapsed or refractory PTCL are scarce; most studies
are retrospective, and study populations are heterogeneous, making comparison between studies
difficult. A study compared DHAP versus ICE among patients with relapsed and/or refractory
lymphoma (18). Results were slightly better within the ICE group (n=22), with CR and OR rates
of 27% and 68%, respectively, versus 18% and 48% in the DHAP group (n=27). Of note, is that
this study included both Hodgkin’s disease and non-Hodgkin lymphoma. In another study aimed



at defining the best salvage regimen for patients with refractory or relapsed PTCL, DexaBEAM
(dexamethasone, carmustine, etoposide, cytarabine, and melphalan) was compared to ICE, both
followed by autologous SCT (19). The OR and CR in the DexaBEAM group were 69% and 38%,
respectively, versus 20% and 7% with the ICE regimen. Interestingly, for all patients proceeding
to autologous SCT, the 3-year OS was 50 % and was not different irrespective of first-line salvage

therapy.

The toxicity profile for the combination of BV and ICE was good in the current study. Few
peripheral neuropathies were seen, probably because our patients received a low cumulative dose
of BV. Haematological toxicity was significant, but easily manageable in an outpatient setting.
Infectious complications, however, were frequent, and need to be carefully monitored and

managed.

In our study, we used BV-ICE as a salvage therapy for very advanced patients, all of which had
refractory disease at treatment initiation. Two of 14 patients (14%) who achieved CR are alive;
one had BV maintenance after induction, and the other one underwent allogeneic SCT. Two
(14%) other patients achieved PR, but duration of response was short, and patients rapidly had
progressive disease. This underlines that this association should be used as a bridge to either
autologous or even allogeneic SCT or be followed by maintenance therapy. Interestingly, we
observed that CD30 expression assessed by immunostaining was positive in 100% of the tumor
cells for the two patients who achieved CR. This has to be verified on larger series, but this could
be a predictor of response to BV-ICE in patients with PTCL. To note, age or comorbidities did not

seem to strongly influence response, in our small series of patients.

In conclusion, few patients with R/R PTCL had a sustained response with the combination of BV
with ICE chemotherapy, although it appeared safe, with no excessive cumulative toxicities. This
regimen might be more efficient in patients with high CD30 expression on immunostaining.
Responses were short among our patients, and this combination should be used as a bridge
towards autologous or allogeneic SCT in eligible patients, and/or be followed by maintenance

therapy, whenever possible.



Using the combination of BV-CHP as first line therapy, according to the ECHELON-2 study, will

probably allow more durable responses, along with better OS, in patients with CD30-expressing

PTCL. We could therefore expect, in the near future, fewer patients needing salvage therapies;
however, relapsed or refractory patients might become less responsive to a second treatment with
BV. New approaches and agents will be needed to treat these challenging cases.

owledgements: none

lict of interests: The authors report no conflict of interest.

Data availability statement. The data that support the findings of this study are available on

request from the corresponding author.



References.

1. d'Amore F, Gaulard P, Trumper L, Corradini P, Kim WS, Specht L, Bjerregaard Pedersen M,
Ladetto M, Committee EG. Peripheral T-cell lymphomas: ESMO Clinical Practice Guidelines for
diagnosis, treatment and follow-up. Annals of oncology : official journal of the European Society for

Medical Oncology / ESMO 2015: v108-15.

2. Savage KJ, Chhanabhai M, Gascoyne RD, Connors JM. Characterization of peripheral T-cell
lymphomas in a single North American institution by the WHO classification. Ann Oncol 2004; 10: 1467-
75.

3. Simon A, Peoch M, Casassus P, Deconinck E, Colombat P, Desablens B, Tournilhac O, Eghbali H,
Foussard C, Jaubert J, Vilque JP, Rossi JF, Lucas V, Delwail V, Thyss A, Maloisel F, Milpied N, le Gouill
S, Lamy T, Gressin R. Upfront VIP-reinforced-ABVD (VIP-rABVD) is not superior to CHOP/21 in newly
diagnosed peripheral T cell lymphoma. Results of the randomized phase III trial GOELAMS-LTP95. Br J
Haematol 2010; 2: 159-66.

4, Sabattini E, Pizzi M, Tabanelli V, Baldin P, Sacchetti CS, Agostinelli C, Zinzani PL, Pileri SA.
CD30 expression in peripheral T-cell lymphomas. Haematologica 2013; 8: e81-2.

5. Bossard C, Dobay MP, Parrens M, Lamant L, Missiaglia E, Haioun C, Martin A, Fabiani B,
Delarue R, Tournilhac O, Delorenzi M, Gaulard P, de Leval L. Immunohistochemistry as a valuable tool to
assess CD30 expression in peripheral T-cell lymphomas: high correlation with mRNA levels. Blood 2014;
19: 2983-6.

6. Richardson NC, Kasamon YL, Chen H, de Claro RA, Ye J, Blumenthal GM, Farrell AT, Pazdur R.
FDA Approval Summary: Brentuximab Vedotin in First-Line Treatment of Peripheral T-Cell Lymphoma.
ogist 2019; 5: e180-¢7.

7. Horwitz S, O'Connor OA, Pro B, Illidge T, Fanale M, Advani R, Bartlett NL, Christensen JH,
Morschhauser F, Domingo-Domenech E, Rossi G, Kim WS, Feldman T, Lennard A, Belada D, Illes A,
Tobinai K, Tsukasaki K, Yeh SP, Shustov A, Huttmann A, Savage KJ, Yuen S, Iyer S, Zinzani PL, Hua Z,
Little M, Rao S, Woolery J, Manley T, Trumper L, Group E-S. Brentuximab vedotin with chemotherapy
for CD30-positive peripheral T-cell lymphoma (ECHELON-2): a global, double-blind, randomised, phase
3 trial. Lancet 2019; 10168: 229-40.

8. Bellei M, Foss FM, Shustov AR, Horwitz SM, Marcheselli L, Kim WS, Cabrera ME, Dlouhy I,
Nagler A, Advani RH, Pesce EA, Ko YH, Martinez V, Montoto S, Chiattone C, Moskowitz A, Spina M,



Biasoli I, Manni M, Federico M, International TcPN. The outcome of peripheral T-cell lymphoma patients
failing first-line therapy: a report from the prospective, International T-Cell Project. Haematologica 2018;

7:1191-7.

9. Mak V, Hamm J, Chhanabhai M, Shenkier T, Klasa R, Sehn LH, Villa D, Gascoyne RD, Connors
JM, Savage KJ. Survival of patients with peripheral T-cell lymphoma after first relapse or progression:

spectrum of disease and rare long-term survivors. J Clin Oncol 2013; 16: 1970-6.

10. Coiffier B, Pro B, Prince HM, Foss F, Sokol L, Greenwood M, Caballero D, Borchmann P,
Morschhauser F, Wilhelm M, Pinter-Brown L, Padmanabhan S, Shustov A, Nichols J, Carroll S, Balser J,
Balser B, Horwitz S. Results from a pivotal, open-label, phase II study of romidepsin in relapsed or

refractory peripheral T-cell lymphoma after prior systemic therapy. J Clin Oncol 2012; 6: 631-6.

11. O'Connor OA, Horwitz S, Masszi T, Van Hoof A, Brown P, Doorduijn J, Hess G, Jurczak W,

Knoblauch P, Chawla S, Bhat G, Choi MR, Walewski J, Savage K, Foss F, Allen LF, Shustov A.

Belinostat in Patients With Relapsed or Refractory Peripheral T-Cell Lymphoma: Results of the Pivotal
II BELIEF (CLN-19) Study. J Clin Oncol 2015; 23: 2492-9.

12. O'Connor OA, Pro B, Pinter-Brown L, Bartlett N, Popplewell L, Coiffier B, Lechowicz MJ, Savage
KJ, Shustov AR, Gisselbrecht C, Jacobsen E, Zinzani PL, Furman R, Goy A, Haioun C, Crump M, Zain
JM, Hsi E, Boyd A, Horwitz S. Pralatrexate in patients with relapsed or refractory peripheral T-cell
lymphoma: results from the pivotal PROPEL study. J Clin Oncol 2011; 9: 1182-9.

13. Strati P, Chihara D, Oki Y, Fayad LE, Fowler N, Nastoupil L, Romaguera JE, Samaniego F, Garg
N, Feng L, Wesson ET, Ruben CE, Stafford MD, Nieto Y, Khouri IF, Hosing C, Horowitz SB, Kamble RT,
Fanale MA. A phase I study of romidepsin and ifosfamide, carboplatin, etoposide for the treatment of

patients with relapsed or refractory peripheral T-cell lymphoma. Haematologica 2018; 9: e416-e8.

14. Barr PM, Li H, Spier C, Mahadevan D, LeBlanc M, Ul Haq M, Huber BD, Flowers CR, Wagner-
Johnston ND, Horwitz SM, Fisher RI, Cheson BD, Smith SM, Kahl BS, Bartlett NL, Friedberg JW. Phase
II Intergroup Trial of Alisertib in Relapsed and Refractory Peripheral T-Cell Lymphoma and Transformed
Mycosis Fungoides: SWOG 1108. J Clin Oncol 2015; 21: 2399-404.

15. Damaj G, Gressin R, Bouabdallah K, Cartron G, Choufi B, Gyan E, Banos A, Jaccard A, Park S,
Tournilhac O, Schiano-de Collela JM, Voillat L, Joly B, Le Gouill S, Saad A, Cony-Makhoul P, Vilque JP,
Sanhes L, Schmidt-Tanguy A, Bubenheim M, Houot R, Diouf M, Marolleau JP, Bene MC, Martin A,



Lamy T. Results from a prospective, open-label, phase Il trial of bendamustine in refractory or relapsed T-

cell lymphomas: the BENTLY trial. J Clin Oncol 2013; 1: 104-10.

16. Morschhauser F, Fitoussi O, Haioun C, Thieblemont C, Quach H, Delarue R, Glaisner S, Gabarre
J, Bosly A, Lister J, Li J, Coiffier B. A phase 2, multicentre, single-arm, open-label study to evaluate the
safety and efficacy of single-agent lenalidomide (Revlimid) in subjects with relapsed or refractory

peripheral T-cell non-Hodgkin lymphoma: the EXPECT trial. Eur J Cancer 2013; 13: 2869-76.

17. Stuver RN, Khan N, Schwartz M, Acosta M, Federico M, Gisselbrecht C, Horwitz SM, Lansigan F,
Pinter-Brown LC, Pro B, Shustov AR, Foss FM, Jain S. Single agents vs combination chemotherapy in
relapsed and refractory peripheral T-cell lymphoma: Results from the comprehensive oncology measures

for peripheral T-cell lymphoma treatment (COMPLETE) registry. Am J Hematol 2019; 6: 641-9.

18. Abali H, Urun Y, Oksuzoglu B, Budakoglu B, Yildirim N, Guler T, Ozet G, Zengin N. Comparison
of ICE (ifosfamide-carboplatin-etoposide) versus DHAP (cytosine arabinoside-cisplatin-dexamethasone) as

salvage chemotherapy in patients with relapsed or refractory lymphoma. Cancer Invest 2008; 4: 401-6.

19. Mikesch JH, Kuhlmann M, Demant A, Krug U, Thoennissen GB, Schmidt E, Kessler T,
Schliemann C, Pohlen M, Mohr M, Evers G, Kohler G, Wessling J, Mesters R, Muller-Tidow C, Berdel
WE, Thoennissen NH. DexaBEAM versus ICE salvage regimen prior to autologous transplantation for
relapsed or refractory aggressive peripheral T cell lymphoma: a retrospective evaluation of parallel patient

cohorts of one center. Ann Hematol 2013; 8: 1041-8.



Patients’ characteristics (n=14) N (%) Median
(range) or [IQ]

Females, n (%) 4 (29)

Age, years - 62 (31 -73)
rlson Comorbidities Index - 3(0-6)
gnosis, n (%)

PTCL NOS' 4 (29) -

AITLT 321 }

TH lymphoma? 3(21) )

ALCL? 2 (15) ]

Transformed mycosis fungoides 1(7) )

ATLL 1(7) '

30 status, n (%)

Positive 14 (100) -
Low 6 (43) )
Intermediate 1(7) )
High 4 (29) )
Unknown 3(21) )

Negative 0 -

Unknown 0 -

-Arbor stage, n (%)

[-11 1(7) -

r-1v 13 (93) )

IPI scoret - 2(1-3)

ECOG? status - 1(0-3)

Previous treatments lines, n - 2(1-3)

utologous SCTY - 1

Allogeneic SCTY - 0

Time from diagnosis, months

7.7[3.1-11.1]

Table 1.

Patients

9

charact

eristics



Number of cycles received - 1(1-4)

Treatment received after BV-ICE'f, n
(%) -

. 1(7)
BV maintenance )
1(7) .
utologous SCTY
1.(7)

Allogeneic SCT'

PTCL-NOS: peripheral T-cell lymphoma, not otherwise specified; AITL: angioimmunoblastic T-cell
lymphoma; FTH: follicular-T helper; ALCL: anaplastic large-cell lymphoma; ATLL: adult T-cell
leukemia/lymphoma; ¥international prognostic index ; Seastern cooperative oncology group ; 1 stem

cell transplant; TTBV-ICE: brentuximab-vedotin, ifosphamide, etoposide, carboplatin




Figure legends.

Figure 1. Adverse events in patients treated with BV-ICE combination.
Gx stands for grade, according to CTCAE v5.0. PNP: peripheral neuropathy; IRR: infusion-related

reaction; AKF: acute kidney failure

e 2. Survival data
Figure 2a. Progression-free survival

e 2b. Overall survival
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