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I.   INTRODUCTION 

 

Le lymphome B diffus à grandes cellules (LBDGC) est la 2ème plus fréquente hémopathie 

maligne en France avec plus de 5000 nouveaux cas en 20181. L’utilisation du Rituximab 

associée à une polychimiothérapie (R-CHOP) depuis le début des années 2000, a permis 

d’améliorer significativement la prise en charge des patients atteints d’un LBDGC avec un 

espoir de guérison pour la majorité d’entre eux 2,3.  

 

Malheureusement, de nombreuses toxicités relatives aux traitements ont été observées 

notamment au cours du premier cycle d’immuno-chimiothérapie, décrites dans la 

littérature comme « l’effet premier cycle » 4,5. « L’effet premier cycle » est défini comme 

un excès de morbi-mortalité en lien avec des effets indésirables, survenant dans les 30 

jours suivant la première cure de traitement spécifique. Historiquement, de nombreuses 

méthodes ont été tentées pour limiter cette toxicité. La préphase est une chimiothérapie de 

faible dose qui permet de réduire la masse tumorale avant de réaliser la ligne 

thérapeutique de référence. Elle a été introduite la première fois par l’hématologue 

allemand Pfreundschuh en 2004 dans l’essai non-Hodgkin lymphoma (NHL) - B2 5. Il a 

été montré que la réalisation d’une préphase permettait de diminuer la toxicité précoce 

induite par le traitement et améliorer le performans status initial (PS) 5,6. Depuis de 

nombreux essais (MinT7, RICOVER8, LNH09-7B9) ont introduit la préphase comme un 

élément important de la prise en charge initiale. Par ailleurs, la réalisation d’une préphase 

est hautement recommandée (grade Ia) dans les dernières recommandations de l’ESMO10 

en 2016 pour éviter un syndrome de lyse chez des patients présentant une forte masse 

tumorale.  

 

Cependant, aucune donnée n’a été retrouvée dans la littérature quant à un bénéfice en 

survie globale de l’utilisation d’une préphase avant une première ligne spécifique dans le 

LBDGC.  Connaissant l’impact pronostique péjoratif de diminuer la dose intensité 

d’immuno-chimiothérapie 11-14, il nous semblait important d’évaluer l’impact pronostique 

en survie globale d’une préphase sous la forme d’une étude de cohorte historique. Le but 

est de vérifier l’absence d’effet délétère en débutant par une chimiothérapie moins 

intensive et ainsi avoir des arguments supplémentaires pour intégrer la préphase dans le 

traitement de première ligne des patients atteints d’un LBDGC. 
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Dans ce travail, nous avons défini comme préphase, tout traitement d’attente avant la 

réalisation d’une première ligne spécifique de traitement, en excluant l’utilisation 

d’anthracycline ou d’une immunothérapie. L’utilisation d’une préphase est au choix de 

l’hématologue, qui compte réduire « l’effet premier cycle » quand celui-ci risque d’être 

trop important notamment, en cas de forte masse tumorale ou d’une altération 

significative de l’état général (PS>1). Cela conduit à réaliser une préphase chez les sujets 

ayant une maladie plus agressive et donc de plus mauvais pronostic. Le risque est alors de 

comparer 2 groupes non équilibrés notamment sur des variables pronostiques entraînant 

une conséquence directe sur la survie globale que nous cherchons à étudier. Afin de lever 

ce biais important, ce travail propose l’utilisation d’un appariement par un score de 

propension15,16. Ce score de propension est la probabilité qu’un patient reçoive une 

préphase en fonction de caractéristiques, qui motivent l’utilisation de celle-ci. En vie 

réelle, les caractéristiques motivant la réalisation d’une préphase, serait la notion d’une 

forte masse tumorale, ou d’une altération significative de l’état général (PS > 1). On 

calcule donc, en utilisant un modèle de régression logistique, pour chaque patient un score 

unique traduisant la probabilité qu’avait ce patient de recevoir une préphase ou non en 

fonction de ces facteurs de confusions potentiels. L’utilisation de cet appariement par le 

score de propension a pour but d’imiter une randomisation en créant un échantillon 

d’unités qui ont reçu une préphase, comparable sur un certain nombre de covariables 

définies, à un échantillon d’unités n’ayant pas reçu ce traitement.  

La notion de forte masse tumorale n’est pas définie dans les recommandations du 

lymphome B diffus à grandes cellules. Le taux de LDH, le stade Ann Arbor, et la présence 

ou non d’une masse « bulky » semblent être des paramètres intéressants afin d’apprécier 

la masse tumorale. Concernant la masse « bulky », nous avons pris empiriquement le seuil 

de 7 cm pour définir celle-ci, comme décrite dans les critères GELF d’indication de 

traitement pour les lymphomes folliculaires17 ou par certaines publications s’intéressant 

aux LBDGC localisées18.  

Enfin, certaines caractéristiques pronostiques connues10 telles que l’âge, le sexe, le score 

pronostique IPI ajusté à l’âge (IPIaa qui comprend d’ailleurs le stade Ann Arbor, le PS et 

le taux de LDH) seront pris en compte dans l’analyse statistique finale afin de ne pas 

méprendre un effet pronostic qui ne serait pas en lien avec l’utilisation ou non d’une 

préphase.  

Enfin pour vérifier nos données de survies, nous utiliserons une autre méthode de score de 

propension, par pondération.  L'utilisation de la pondération permet de contrôler 

l'influence des participants en pondérant leurs réponses en fonction de leur score de 
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propension, nous permettant ainsi d’inclure l’ensemble de notre effectif initial, ce qui 

n’est pas le cas avec l’appariement, qui exclut de fait les valeurs extrêmes. 

 

Dans ce manuscrit, nous rapportons les résultats de notre étude de cohorte historique, qui 

a la force d’inclure 416 patients ayant un LBDGC de 2014 à 2017 inclus, demeurant dans 

l’ancienne région Poitou-Charentes, identifiés par le registre du cancer sur 17 centres 

différents dont 5 centres hospitalo universitaires. Ce travail fera l’objet d’une publication 

ultérieure. 
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ABSTRACT   

 

 

Background. Prephase (PP) decreases the first cycle effect and is recommended to avoid 

tumour lysis syndrome prior to first line in patients with diffuse large B cell lymphoma 

(DLBCL). Knowing the negative prognostic impact of decreasing the immunochemotherapy 

(ICT) intensity dose, we aim to evaluate overall survival according to PP. 

Patients/methods. All DLBCL cases diagnosed between 2014 and 2017 in Poitou Charentes 

area and aged between 18 and 80 years old were identified by the General Cancer Registry. 

Only patients with at least one cycle of ICT were included. The main risk is to compare 

unbalanced groups on the tumor characteristics because PP is recommended for patients with 

high tumour load. To compensate for this bias, we propose to perform a propensity score 

matching (PSM). 

Results. 341 patients received first line ICT: 126 (37%) with prephase (PP) and 215 (63%) 

without prephase (NPP). After PSM, 2 groups each with 94 patients had not significant 

difference on patients’ characteristics at diagnosis. With a median follow-up of 4.4 years, 2-

year OS was 71% [63-82] for PP patients and 80% [73-89] for NPP patients respectively (p = 

0.14). and 2-year PFS was 62% [51-71] for PP patients and 75% [64-82] for NPP patients 

respectively (p = 0.06). Grade III-IV toxicities after the first cycle of ICT were not 

significantly different in both groups. 

Conclusion(s). PP in all DLBCL patients seems to have a limited negative prognostic impact 

but does not decrease the "first-cycle effect". Based on our results, we do not suggest using 

prephase treatment for all DLBCL patients.  Further studies are needed to evaluate the 

efficacy and safety of prephase treatment especially for patients with high tumour load or 

elderly patients. 

 

 

 

 

Keywords. prephase, real life, diffuse large B-cell lymphoma, R-CHOP. 

 

 

Words count: 3569 ; Abstract: 279 ; Tables: 4 ; Supplementary table: 1 ; Figures: 3 ; References: 24 
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Prognostic impact of prephase treatment prior to first line in diffuse large B 

cell lymphomas: a cancer registry study. 

 

Introduction. 

In the early 2000, R-CHOP had significantly improved the outcome of diffuse large B cell 

lymphomas (DLBCL) and majority of patients are cured 1,2. A significant early morbi-

mortality is observed in the first cycle (first cycle effect) 3,4. Prephase treatment decreases 

therapy-related toxicities and improves performance status (PS) 4,5.  Prephase treatment is 

included  in many studies (MinT 6, RICOVER-60 7, LNH09-7B 8) as an essential component 

of therapy and is recommended (grade Ia) by the latest ESMO guidelines to avoid tumour 

lysis syndrome 9. However, no available data studies overall survival (OS) with prephase 

treatment prior to first line in DLBCL.  

Knowing the negative prognostic impact of decreasing the immunochemotherapy (ICT) 

intensity dose 10-13, it seemed important to evaluate the prognostic impact of prephase 

treatment and thus have additional arguments to integrate prephase treatment prior to first line 

in DLBCL. The main objective was to compare overall survival according to using prephase 

treatment prior to first line. The secondary objectives were progression-free survival and 

prevention of grade III-IV toxicities during the first cycle. 

 

Methods. 

Methods-patients 

All DLBCL cases newly diagnosed in Poitou-Charentes area (1.8 million inhabitants) 

between January 1, 2014 and December 31, 2017 were exhaustively collected in the 

population-based Poitou-Charentes General Cancer Registry. Cases were classified according 

to the International Classification of Diseases for Oncology 3rd edition 14 and the Pathology 

Working Group of the International Lymphoma Epidemiology Consortium (InterLymph) 15 

primary effusion lymphoma (9678/3), mediastinal large B-cell lymphoma (9679/3), diffuse 

large B cell lymphoma (9680/3) and immunoblastic large B-cell lymphoma (9684/3). All 

diagnosis of DLBCL had to be proven histologically and reviewed by the French Lymphopath 

Network. Patients with primary central nervous system lymphoma were excluded, as patients 

under 18 and over 80 years old, because standard first line treatment is undefined and/or 

different of standard R-CHOP 16,17. A medical source file review was performed to 

supplement data for patient, tumor and treatment characteristics. Only patients who had at 

least one cycle of first line immunochemotherapy, with or without prephase treatment, were 

included in the final analysis. We defined prephase as any treatment prior to first line, 

excluding the use of anthracycline or immunotherapy (Rituximab®). Two groups were finally 



17 
 

defined according to the initial decision to use or not prephase treatment: Prephase (PP) group 

and non prephase group (NPP). 

This study was conducted in accordance with “good clinical practice” and all applicable 

regulatory requirements, including the 2008 version of the Declaration of Helsinki. In 

compliance with French law, the collection and analysis of medical data by the General 

Cancer Registry of Poitou-Charentes received the approval of the French regulatory 

authorities. Patients were informed of their data registration and given the right to deny access 

or to rectify their personal data. 

 

Methods-materials 

This is a retrospective cohort and multicenter study.  

Prephase treatment is recommended for patients with high tumour burden 9. The main risk is 

to compare two unbalanced groups on the tumor characteristics. To compensate for this bias, 

we propose to perform a propensity score matching (PSM). The propensity score, defined as 

the probability of receiving a prephase treatment, will be calculated for each patient with 

covariates identified as significant by a logistic regression model 18,19. Then, patients will be 

matched 1:1, using this score. Baseline characteristics and outcomes will be compared 

between cohorts as described previously. The definition of bulky mass is not clear in the 

literature and does not have a standardized value in the latest DLBCL guidelines. We 

empirically considered a bulky mass, any mass greater than or equal to 7cm, as described in 

the GELF criteria for indication of treatment for follicular lymphomas 20 or by certain 

publications focusing on localized DLBCL 21. The 2 cohorts will also be compared on the 

adjusted age international prognostic index which includes the level of LDH, Ann Arbor stage 

and PS 22,23. Patients’ characteristics were compared with Chi2 or Fisher exact test for 

nominal variables and Wilcoxon non-parametric test for quantitative variables.  

Overall survival was measured from the histological diagnosis of DLBCL to death from any 

cause. Progression-free survival was measured from the histological diagnosis of DLBCL to 

disease progression or death from any cause. The notion of progression will be defined 

according to the RECIL 2017 criteria 24. Vital status was obtained from the National Directory 

of Identification of Physical Persons maintained by the National Institute of Statistics and 

Economic Studies. The follow-up of living patients is censored as of December 31, 2020. 

Survival rates were estimated by the Kaplan-Meier method after propensity score matching 

(PSM). PSM excludes the extremes of each group. To verify our OS and PFS data including 

these extremes, we will use another propensity score method, by weighting. Propensity scores 

weighting is to control patients’ characteristics by weighting the decision to perform prephase 

treatment based on their propensity score. One advantage compared to matching is that all 
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the individuals in the sample are used rather than only matched cases. Survival rates were 

compared by univariate Cox proportional hazards models after propensity score weighting. 

We compare the occurrence of grade III-IV toxicities after the first cycle of ICT, based on 

Common Terminology Criteria for Adverse Events (CTCAE) v5. 

The main results are given with their 95% confidence interval (95% CI). The significance 

level p = 0.05 was used for the final comparative analyzes. Statistical analyses were 

performed using SAS software version 9.4 (SAS Institute Inc., Cary, NC, USA). 

 

Results. 

Patients’ characteristics. 

Between 2014 and 2017, 416 DLBCLs were diagnosed in Poitou-Charentes in 17 different 

hospital centers. Seventy-five patients were excluded: 42 central nervous system (CNS) 

lymphomas, 21 without specific treatment and 12 unexplored.  The population analyzed was 

composed of 341 patients (82%) treated with first line treatment: 126 (37%) with prephase 

treatment prior to first line (PP) and 215 (63%) without prephase (NPP) (Figure 1).  

The median age at diagnosis was 66 years [18-80] and the sex ratio (male/female) was 1.5 

(205/136). Patients’ characteristics before and after PSM, are summarized in table 1. Before 

PSM, PP patients more frequently had stage III-IV (84% vs 67%, p = 0.0004), elevated LDH 

(75% vs 52%, p < 0.0001), PS ˃ 1 (48% vs 13%, p < 0.0001) and bulky mass (53% vs 33%, p 

= 0.0003). PP patients had a disease of worse prognosis with an aaIPI > 1 at 76% against 46% 

in the NPP group (p < 0.0001). Eighty-nine patients had PS> 1: 60 (67%) PP patients and 29 

(33%) NPP patients. Prephase treatment was not used only if PS> 1; 52% of PP patients had 

PS <1.  

Covariates identified as significant by a logistic regression model for performing PSM were 

bulky mass, PS and LDH level. After PSM, 94/126 patients remain in the PP group and 

94/215 patients in the NPP group. The 2 groups newly formed by the PSM had not significant 

difference on all characteristics of interest. 

 

Prephase and first line regimens. 

Prephase drugs were corticosteroids (97%), cyclophosphamide (72%) and vinca alkaloids 

(52%, especially vincristine and vindesine). Prephase treatment was mostly a combination of 

3 drugs (72%) (Supplementary table 1).  

Before PSM, there was no significant difference for first line regimens by the 2 groups 

(p=0.65). RCHOP like regimen was used for 87% of PP patients and 85% of PP patients 

(Figure 2). After PSM, there was also no significant for first line regimens by the 2 groups (p 

= 0.06). However, RCHOP like regimen was more frequently used for PP patients (89%) vs 



19 
 

NPP patients (79%) and reduced dose RCHOP was more frequently used for NPP patients 

(18%) vs PP patients (7%). 

 

Response at first line regimens. 

After PSM, overall response rate was 81% for PP patients including 67% complete response 

and 82% for NPP patients including 76% complete response (p = 0.16) (Figure 3). Thirty-nine 

PP patients (41%) and 26 NPP patients (28%) relapsed respectively (p = 0.046). This higher 

relapse rate in the PP group is associated with a non-significant increase in salvage therapy 

(37% vs 26%, p=0.08). Thirty-three PP patients (35%) and 24 NPP patients (26%) died 

respectively (p = 0.15). 

 

Overall Survival. 

The median follow-up was 4.71 years [0.05-6.94] before PSM and 4.40 years [0.05-6.94] after 

PSM. 

After PSM, 2-year overall survival was 71% [63-82] for PP patients and 80% [73-89] for NPP 

patients respectively (p = 0.14) (Figure 2). 

After propensity score weighting (PSW), the risk of death for NPP patients reduced by 27% 

as compared of PP patients (HR 0.73[0.49,1.08], p = 0.12]. 

 

Progression free survival. 

After PSM, 2-year progression-free survival was 62% [51-71] for PP patients and 75% [64-

82] for NPP patients respectively (p = 0.06) (Figure 3). 

After PSW, the risk of progression for NPP patients reduced by 37% as compared of PP 

patients (HR 0.63[0.43-0.91], p = 0.013). 

 

Grade III-IV toxicities after the first cycle of ICT. 

Before PSM, 92 patients (27%) had grade III-IV toxicities after the first cycle of ICT without 

significant difference in both groups (p = 0.13). For all patients, the 3 most frequent toxicities 

were: neutropenia (22%), infection (8%) and febrile neutropenia (7%). Febrile neutropenia 

and severe infection were more frequent for PP patients vs NPP patients (12% vs 4% (p = 

0.004) and 15% vs 4% (p = 0.0004) respectively). 

After PSM, 29 PP patients (31%) and 23 NPP patients (24%) had grade III-IV toxicities (p = 

0.33). The frequency distribution of toxicities most often remains the same as before PSM. 

Febrile neutropenia and severe infection were not significantly different between PP patients 

and NPP patients (p = 0.12 and p = 0.06 respectively). 

 



20 
 

 

 

Discussion. 

After propensity score matching, patients’ characteristics at diagnosis were comparable for 

patients with or without préphase.  Overall survival was not significantly different between 

patients with or without prephase after propensity score matching and weighting. Progression-

free survival tended to be lower after PSM (p = 0.06) and was significant lower after PSW (p 

= 0.013) for patients with prephase. Grade III-IV toxicities after the first cycle of ICT were 

not significantly different in both groups. Prephase treatment prior to first line of DLBCL is 

recommended (grade Ia) by the latest ESMO guidelines to avoid tumour lysis syndrome in 

cases with high tumour burden9. Therefore prephase is used in DLBCL initially more 

aggressive and patients’ characteristics in our cohort before PSM confirm this clinical 

practice.  AaIPI score predicts survival in de novo DLBCL22 and was upper for PP patients. 

Thus, before PSM, patients’ characteristics at diagnosis in our cohort impact overall survival 

independently to use prephase treatment. 

To control this indication bias, we performed a propensity score matching. PSM allows one to 

design and analyze an observational study so that it mimics a randomized controlled trial. In 

particular, the propensity score is a balancing score: conditional on the propensity score, the 

distribution of observed baseline covariates will be similar between both groups.19 The 

propensity score was defined as the probability of receiving a prephase treatment. Covariates 

identified as significant by a logistic regression model for performing PSM were bulky mass, 

PS and LDH level. High tumour load is not defined in the recommendations, but we might 

consider that elevated LDH and / or bulky mass are the reflection of a high tumour load.  

Prephase treatment is recommended to improve the performance status4. So, these 3 

covariates identified to perform PSM are consistent to good clinical practice.   

Prephase treatment is a reduced intensity treatment. Knowing the negative prognostic impact 

of lower dose of ICT10-13, it seemed important to evaluate the prognostic impact of prephase 

treatment prior to first line in DLBCL. We used two propensity score method to perform OS 

and PFS data, by matching or weighting. Overall survival was not significantly different 

between patients with or without prephase after propensity score matching and weighting. 

Progression-free survival tended to be lower after PSM (p = 0.06) and was significant lower 

after PSW (p = 0.013) for patients with prephase. No data is available to compare these 

results. The lower PFS after PSW may suggest a power defect for other results. Increasing 

follow-up time does not appear to be the solution in front of the substantial median follow-up 

(4.71 years). Increasing the study population may be the solution because PSW included all 
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patients. However, OS was not significant after PSW.  Therefore, negative prognostic impact 

of prephase treatment prior to first line in DLBCL is probably limited. 

After PSM, grade III-IV toxicities after the first cycle of ICT were not significantly decreased 

for PP patients. On the contrary, grade III-IV toxicities were more frequent for PP patients 

especially febrile neutropenia and severe infection. Our results are discordant compared to 

other studies. Pfreundschuh, et al. introduced prephase treatment in the non-Hodgkin 

lymphoma (NHL)–B2 trial5 to prevent the "first-cycle effect" (described as deepest ANC 

nadir, longest duration of neutropenia, and highest rate of therapy-associated deaths)4. But this 

clinical trial is for “elderly patients” between 61 and 75 years old whereas our study had 65% 

patients over 61 years old. Lakshmaiah et al. 5 also showed in a recent prospective and 

randomized study, that prephase treatment reduce febrile neutropenia and grade III-IV 

neutropenia. Prophylactic growth factor was given to 22 patients (22%) whereas they were 

systematic in our study. Only 23/341 patients (7%) had febrile neutropenia in our study, 

versus 25/100 patients in the Lakshmaiah’s study. The significance of their results can be 

explained by this difference in population size, and we believe that the systemic use of G CSF 

in the first cycle of ICT is a better prevention to limit the occurrence of febrile neutropenia. 

Prephase regimen can also explain this difference. Originally, prephase treatment consisted of 

a single injection of 1 mg vincristine and 7 days of oral prednisone and was used by 

Pfreundschuh, et al. 4 and Lakshmaiah et al. 5. More recently, Pfreundschuh, et al. skipped the 

vincristine without affecting the positive prephase treatment effect3. In our study, our 

prephase was mostly a tri-therapy (72%) and most often combined: corticosteroids, a vinca 

alkaloid (vincristine or vindesine) and cyclophosphamide. The addition of cyclophosphamide 

and the use of a triple therapy could explain an excess of haematological and infectious 

toxicities.  

The main limitation of our study is that a clinical trial would remain the best study to explore 

the efficacy and safety of prephase treatment. However, we believe that propensity scores are 

a robust method to analyze an observational study so as to mimic some of the characteristics 

of a randomized study. Our study had a population-based design, allowing a high degree of 

completeness of case collection, and the representativeness of our population. Systematic 

medical source file review limited information biases by completeness of the characteristics 

and treatments of DLBCL. This is a  multicenter study which include patients who are treated 

in 17 hospital centers, including 5 university hospital centers. 
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Conclusion. 

In our study, prephase treatment prior to first line in all DLBCL patients seems to have a 

limited negative prognostic impact but does not decrease the "first-cycle effect". Based on our 

results, we do not suggest using prephase treatment for all DLBCL patients. Further studies 

are needed to evaluate the efficacy and safety of prephase treatment especially for patients 

with high tumour burden or elderly patients. 
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Tables and Figures. 

 

 

Tables :  

 

Table 1. Patient and tumor characteristics at diagnosis of diffuse large B-cell lymphoma. 

 

Table 2. First line regimens of diffuse large B-cell lymphoma. 

 

Table 3. Response at first line of diffuse large B-cell lymphoma. 

 

Table 4. First cycle effect: toxicities grade III-IV after the first line regimens of diffuse large 

B-cell lymphoma. 

 

Supplementary Table 1. Prephase regimens. 

 

 

 

Figures: 

 

Figure 1. Flowchart of prephase treatment prior to first line in diffuse large B cell lymphomas 

 

Figure 2. Overall survival (OS) 

 

Figure 3. Progression free survival (PFS) 
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Table 3. Response at first line of diffuse large B-cell lymphoma. 

 

With Prephase 

(N=94) 

Without Prephase 

(N=94) 
P 

Response rate   0.16 

Complete response 63 (67%) 71 (76%) 

Partial response 13 (14%)  6 (  6%) 

Stable disease   6 (  6%)   2 (  2%) 

Progressive disease 12 (13%) 15 (16%) 

Relapsed 39 (41%) 26 (28%) 0.046 

Salvage regimens 35 (37%) 24 (26%) 0.08 

ASCT   9 (10%)   6 (  6%) 0.42 

Deaths 33 (35%) 24 (26%) 0.15 

ASCT: autologous stem cell transplantation. 
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Supplementary Table 1. Prephase regimens. 

 

With Prephase 

(N=126) 

Prephase drugs  

Corticosteroids 123 (98%) 

Cyclophosphamide   91 (72%) 

Vinca alkaloids   70 (56%) 

Etoposide   25 (20%) 

Combination of drugs  

1   33 (26%) 

2     3 (  2%) 

3   90 (72%) 

 

  

 

 

 

 

Figure 1. Flowchart of prephase treatment prior to first line in diffuse large B cell lymphomas 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 

416 DLBCL 

Poitou-Charentes, 2014-2017 

Unexplored (n=12, 3%) 

CNS lymphoma (n=42, 10%) 

Untreated (n=21, 5% 

 

 

 

 

341 (82%) 

DLBCL with first line treatment 

 

 
With prephase 
n = 126 (37%) 

Without prephase 
n = 215 (63%) 

DLBCL: diffuse large B-cell lymphoma, CNS: central nervous system 
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Figure 2. Overall Survival 

 

 

 

 

 

 

 

 

Figure 3. Progression free Survival 
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III.  CONCLUSIONS 

 

Parmi les 341 patients qui ont été inclus dans notre analyse finale, 126 patients avaient reçu 

une préphase (37%). Dans ce groupe, les patients présentaient un IPIaa plus élevé, et donc une 

maladie initiale plus agressive et de moins bon pronostic.  L’utilisation d’un appariement par 

le score de propension a permis de rendre comparable nos 2 groupes sur les caractéristiques 

initiales du lymphome. Ainsi, il pouvait être mis en évidence un impact pronostic indépendant 

de l’utilisation d’une préphase. 

Notre objectif principal était l’impact d’une préphase sur la survie globale (SG). Après 

appariement par le score de propension, la SG n'était pas significativement différente entre les 

patients avec ou sans préphase, ce que l’on retrouve avec la méthode de pondération. La 

survie sans progression (SPP) avait tendance à être plus faible après appariement par le score 

de propension (p = 0,06) et était significativement plus faible après pondération par le score 

de propension (p = 0,013) pour les patients avec préphase. Par conséquent, l'impact 

pronostique négatif d’une préphase avant une première ligne dans le LBDGC est 

probablement limité. La SSP significativement plus faible après la méthode de pondération, 

peut suggérer un défaut de puissance de nos résultats, nécessitant possiblement une étude avec 

un effectif total plus important. 

Les toxicités de grade III-IV après le premier cycle d'ICT n'étaient pas significativement 

différentes dans les deux groupes dans notre étude, contrairement aux données disponibles de 

la littérature. Notre étude est une étude de vie réelle, la population d’étude et la nature de la 

préphase étaient aussi différentes ce qui peut en partie, expliquer ces différences.  

 

Ainsi, sur la base de nos données, nous ne suggérons pas l’utilisation régulière d’une préphase 

en 1ère ligne chez les patients présentant un LBDGC. Elle ne semble pas apporter une 

meilleure efficacité du traitement, ni même une meilleure tolérance du patient au premier 

cycle d’immunochimiothérapie. D'autres études sont nécessaires pour évaluer l'efficacité et la 

tolérance d’une préphase, en particulier chez les patients présentant une charge tumorale 

élevée ou chez les patients âgés.  
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V. RESUME 

 

Impact pronostique d’une préphase dans les lymphomes B diffus à grandes 

cellules en 1ère ligne. 

 

Introduction. La préphase (PP) diminue l'effet du premier cycle et est recommandée pour 

éviter le syndrome de lyse tumorale avant la première ligne d’immunochimiothérapie (ICT) 

chez les patients atteints de lymphome diffus à grandes cellules B (DLBCL), dans les cas de 

forte masse tumorale. Connaissant l'impact pronostique négatif de la diminution de la dose 

d'intensité de l'ICT, nous avons pour objectif d'évaluer la survie globale en fonction de la PP. 

 

Patients/méthodes. Tous les cas de DLBCL diagnostiqués entre 2014 et 2017 dans la région 

Poitou Charentes et âgés de 18 à 80 ans ont été identifiés par le Registre général du cancer. 

Seuls les patients ayant bénéficié d'au moins un cycle de ICT ont été inclus. Le risque 

principal est de comparer des groupes déséquilibrés sur les caractéristiques de la maladie 

initiale car la PP est recommandée pour les patients ayant une charge tumorale élevée. Pour 

compenser ce biais, nous proposons de réaliser un appariement par score de propension. 

 

Résultats. 341 patients ont reçu une ICT de première ligne : 126 (37%) avec préphase (PP) et 

215 (63%) sans préphase (NPP). Après appariement, 2 groupes comprenant chacun 94 

patients, ne présentaient pas de différence significative sur les caractéristiques des patients au 

moment du diagnostic. Avec un suivi médian de 4,4 ans, la survie globale à 2 ans était de 

71% [63-82] pour les patients PP et 80% [73-89] pour les patients NPP respectivement (p = 

0,14) et la survie sans progression à 2 ans était de 62% [51-71] pour les patients PP et 75% 

[64-82] pour les patients NPP respectivement (p = 0,06). Les toxicités de grade III-IV après le 

premier cycle d'ICT n'étaient pas significativement différentes dans les deux groupes. 

 

Conclusion(s). La PP chez tous les patients DLBCL semble avoir un impact pronostique 

négatif limité mais ne diminue pas l'"effet premier cycle". Sur la base de nos résultats, nous ne 

suggérons pas d'utiliser une préphase de manière large.  D'autres études sont nécessaires pour 

évaluer l'efficacité et la sécurité du traitement de préphase, en particulier pour les patients 

présentant une charge tumorale élevée ou les patients âgés. 
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VI.  SERMENT D’HIPPOCRATE 
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négatif limité mais ne diminue pas l'"effet premier cycle". Sur la base de nos résultats, nous ne 
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évaluer l'efficacité et la sécurité du traitement de préphase, en particulier pour les patients 

présentant une charge tumorale élevée ou les patients âgés. 

 


