BJCP Enel ]oumal of Clinical DOI:10.1111/j.1365-2125.2010.03712.x

Pharmacology

Correspondence

Influence of methotrexate o Clanul e Gulcphamo 0,
exposure on outcome in ()
patients treated with MBVP N O, o

cedex, France.
Keywords

chemotherapy for primary
central nervous system

methotrexate, pharmacokinetics, primary
central nervous system lymphoma

Received
11 January 2010

Accepted
13 May 2010

lymphoma

Héléne Blasco,' Delphine Senecal,> Amélie Le Gouge,?
Emmanuelle Pinard,? Isabelle Benz-de Bretagne,?

Philippe Colombat,'? Jean-Sébastien Hulot,* Etienne Chatelut® &
Chantal Le Guellec’

'Université Francois Rabelais de Tours, CHRU de Tours, France, °CHRU de Tours, France, ’INSERM CIC
202, Université Francois Rabelais de Tours, CHRU de Tours, France, “Université Pierre et Marie
Curie-Paris, France, and *Université Paul Sabatier, Centre Claudius Regaud, Toulouse, France

WHAT IS ALREADY KNOWN ABOUT
THIS SUBJECT

AIMS

Although the standard treatment for primary central nervous system
lymphoma (PCNSL) consists of three cycles of MBVP (methotrexate, BCNU,
VP16, methylprednisolone) and radiotherapy, early failure of treatment may
require modification of the treatment. However, our understanding of the
outcome in such patients and of the factors involved in early failure of
treatment is poor. In addition to known prognostic factors, we evaluated
the influence of methotrexate (MTX) exposure on the response to MBVP
chemotherapy in patients treated for PCNSL after the first two cycles.

METHODS

We retrospectively analyzed all patients with PCNSL treated with the MBVP
regimen over the previous 10 years. Clinical, personal data and known
prognostic factors were studied. The parameters of MTX exposure were
estimated using a population pharmacokinetic approach with NONMEM.
Objective response (OR), overall survival (OS) and failure-free survival (FFS)
were evaluated in all patients.

WHAT THIS STUDY ADDS RESULTS

Thirty-seven patients were studied. We observed lower FFS and OS (0.49
years) in patients who were not able to receive the planned treatment
(group 1,n =12) than in those who received three cycles (8.04 years)
(group 2, n = 25). Known prognostic factors were comparable in both
groups, but mean dose of MTX and mean AUC tended to be lower in
patients who failed prematurely or showed no response after two cycles.

CONCLUSIONS

We found that patients who were early non-responders to MBVP
chemotherapy had poor survival, without major influence of MTX exposure.
It is thus probably unlikely that increasing the dose of MTX would improve
outcome.
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Introduction

Primary central nervous system lymphoma (PCNSL) is a
rare condition, although its incidence has increased
during in the last 10 years [1-4]. It accounts for about 5%
of all central nervous system (CNS) tumours. The standard
treatment for newly diagnosed PCNSL in patients aged
less than 60 years is high-dose methotrexate (HD-MTX)-
based multi-agent chemotherapy followed by whole-
brain radiation therapy (WBRT) [5]. In the elderly,
chemotherapy alone is preferred since it has been
described as effective as and less neurotoxic than radio-
therapy or chemoradiotherapy [6]. The introduction of
methotrexate, a drug which penetrates the blood brain
barrier effectively has improved median survival from 10
to 16 months to more than 30 months [7]. Based on the
experience of the French Groupe Ouest Est d’Etude des
Leucémies et Autres Maladies du Sang (GOELAMS), MBVP
(HD-methotrexate, BCNU, VP16, methylprednisolone) che-
motherapy followed by RT at a dose of 40 Gy in respond-
ing patients represents the current standard treatment for
PSNCL in our institution [8].

However, significant differences in outcome are
observed between patients, whatever the therapy used.
Age and performance status are universally accepted as
prognostic factors [9, 10]. Ferreri et al. have provided new
understanding in this area using multivariate analysis in a
large cohort of patients with PCNSL [11]. They revealed an
independent association between overall survival and age,
performance status, LDH serum concentration, CSF protein
concentration and involvement of deep structures of the
brain. A prognostic score, obtained by adding each of
these variables (assigned a score of 0 or 1, if absent or
present), was significantly correlated with survival, thus
making it possible to distinguish low-risk, low-
intermediate and high-intermediate risk groups.The use of
high dose methotrexate in 25% of the patients of this
cohort was also independently associated with better sur-
vival, confirming the major role of this chemotherapeutic
agent in PCNSL. As the efficacy of high dose methotrexate
may be related to elevated serum concentrations favour-
ing penetration of the CNS [12, 13], the authors also inves-
tigated the impact of MTX exposure on toxicity and
outcome in their retrospective series of 45 patients with
PSNCL treated according to various schedules [11]. They
found that schedules leading to higher concentrations
were associated with a better response with no higher
incidence of toxicity. These results supported the use of a
MTX dose >3 g m™ administered as a 4 or 6 h infusion,
every 3-4 weeks.The heterogeneity of the treatments ana-
lyzed did not allow the authors to study exposure-effect
relationships within each treatment schedule. However, it
is known that the pharmacokinetics of MTX vary consider-
ably between subjects due to various factors, of which
renal function and concurrent medications have the great-
est impact [14-27]. Thus, although treated using the same
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schedule, different patients may have different exposure to
the drug, which in turn may modify outcome.

In our institution, MBVP chemotherapy is the standard
protocol for PSNCL. Although it is planned that all patients
receive three cycles of MBVP, the attending physician may
decide to cease or modify the treatment after two cycles, or
earlier, for some of them, mainly because of insufficient
efficacy. We have poor understanding of the outcome in
such patients. Furthermore, factors involved in early failure
of treatment have not been studied to date. In addition to
already known prognostic factors, we evaluated the influ-
ence of methotrexate exposure on response to chemo-
therapy in patients treated with MBVP chemotherapy. We
specifically focused on the exposure-response relation-
ship after the first two cycles to study whether failure may
be caused by lower levels of exposure.

Methods

Study population

We retrospectively analyzed all patients treated with MBVP
chemotherapy for pathologically confirmed PCNSL
between January 1995 and December 2005 in our institu-
tion. Patients were selected if it had been planned that
they should receive three cycles of MBVP combined with
radiotherapy.

Clinical and personal data were gathered by retrospec-
tive chart review, including age, sex, body weight, body
surface area and creatinine clearance. Factors already
known to be associated with outcome, i.e. performance
status, CSF protein concentration, LDH serum concentra-
tion and involvement of deep structures or intraocular
disease, were also included. Some of these prognostic
factors were considered as nominal variables for our study
as follows:age (=60 and >60 years), performance status (PS
0-1 and 2-4), LDH serum concentration (elevated concen-
tration =350 IU |7, normal concentration <350 IU I").

Administration of treatment

All patients provided consent for chemotherapy and were
admitted to the hospital for each cycle of treatment. Meth-
otrexate was administered as part of MBVP polychemo-
therapy comprising high dose methotrexate (HD-MTX) at
3gm 60 mg m? methylprednisolone, 100 mg m~ eto-
poside and 100 mg m™ BCNU (Table 1). In patients aged
>60 years with impaired creatinine clearance or poor per-
formance status, the dose of MTX was reduced to 1 g m™=
In patients with impaired renal function, the dose was
reduced in proportion to the decrease in creatinine clear-
ance, in agreement with the recommendations of the
product characteristics summary. All patients received
adequate hydration and urine alkalinization during and
following HD-MTX infusion. Toxicity was prevented by
folinic acid rescue tailored according to methotrexate
serum concentrations. Intrathecal methotrexate (15 mg),



Methotrexate exposure in patients treated with MBVP chemotherapy BJCP

Table 1

Chemotherapy schedule, every 21 days

Route and duration

Methylprednisolone 60 mg m~ p.o. 1-5
Methotrexate 3gm2? 6 h or 24 h infusion 1,15
Leucovorin rescue Tailored i.v./p.o. Tailored
Etoposide 100 mg m~? V. 1
BCNU 100 mg m=2 i.v. 1

aracytine (40 mg) and methylprednisolone (40 mg) were
administered to all patients throughout the treatment but
no radiotherapy was performed at this stage.Clinical status
was evaluated by the physician after each cycle. Normally,
it is intended to evaluate tumour response after three
cycles of chemotherapy.However, in practice, the physician
may decide to evaluate the response after two cycles if he
suspects an unfavourable outcome after clinical evalua-
tion.Furthermore, some patients may die or be switched to
another treatment without receiving the entire treatment.
In patients still under treatment, tumour response was
evaluated by iconography after they had completed two
or three cycles of chemotherapy. Further treatment was
decided according to tumour response. For partial or com-
plete responders after three cycles, radiotherapy started 2
to 4 weeks after completing the last course of MBVP. The
non-responders received two additional courses of meth-
otrexate followed by radiotherapy or were switched to a
salvage regimen.

Outcome measurement

Response was evaluated in all patients according to the
World Health Organization criteria [28]. This was per-
formed by clinical examination and by computed tomog-
raphy or magnetic resonance imaging with contrast
enhancement. Patients were classified as responders if
they had complete or partial response. Complete response
was defined by the disappearance of all disease-related
symptoms if present before therapy, normalization of the
biochemical abnormalities and disappearance of all
detectable clinical and radiographic evidence of disease.
Partial responders were characterized by a more than 50%
decrease in the sum of the product of the greatest diam-
eters (SPD) of the six largest dominant nodes or nodal
masses [28].

Overall survival (OS) was defined as time from the start
of treatment to death or to the date of the last follow-up
control, whereas failure-free survival (FFS) was defined as
time from the start of treatment to relapse or death or to
the date of the last follow-up control.

Post-course toxicity was graded according to the
National Cancer Institute criteria, common toxicity criteria
(CTC). We also evaluated whether or not the theoretical
interval between each MBVP course was respected.

Methotrexate monitoring
MTX concentrations were measured at specific times from
the start of the infusion (48 h, 72 h and every 24 h if neces-
sary, i.e. until the serum concentration was <0.2 um) to
determine adequate supportive care, including leucovorin
rescue if the concentration exceeded a predefined thresh-
old at each time-point.

Methotrexate serum concentrations were measured by
a fluorescent polarization immunoassay (Abbott, FPIA-2)
with a TDx-FLx® analyzer (Abbott Park, IL, USA).

Pharmacokinetic modelling

Methotrexate pharmacokinetic parameters were esti-
mated using a population pharmacokinetic approach
with NONMEM (version 5.1.1; Globomax LLC, Hanover,
USA) and Wings for NONMEM software (WFN; http://
sourceforge.net). A two-compartment pharmacokinetic
model was fitted to the data, using the FOCE method
and the NONMEM subroutine ADVAN3, parameterized in
terms of clearance (CL), central compartment volume
(V1), inter-compartment clearance (Q) and peripheral
volume (V2) by the PREDPP subroutine library. Exponen-
tial and proportional model errors were used for inter-
subject and residual variability, respectively. Standard
errors were calculated with the COVARIANCE option of
NONMEM. Graphic model diagnostics were performed
with the following diagnostic plots: observed concentra-
tions vs. population predicted concentrations, weighted
residuals vs. time, individual predictions vs. DV and indi-
vidual weighted residuals vs. time. A normalized predic-
tion distribution error (NPDE) assessment of the final
model was performed from 1000 Monte Carlo simula-
tions. The distribution of the obtained NPDE was com-
pared with the normal distribution [29]. Diagnostic plots
were obtained with the R software (R version 2.5.1, R
project, Auckland, USA).

Data from the present study were pooled with a
previous database for NHL patients, treated according
to the same schedules as ours and for whom more
sampling times were available, particularly during the
early period [30]. This enabled us to model accurately
each point of the concentration profile for each subject
despite using only their partial therapeutic drug monitor-
ing data. The total number of courses analyzed was 263,
from which 178 corresponded to the patients of the
present study.

Individual pharmacokinetic parameters were obtained
using the POSTHOC function of NONMEM. This allowed us
to obtain an individual area under the curve for each
course, from which we derived cumulative AUC (i.e. the
sum of each individual AUC), mean AUC and AUC inten-
sity for each patient. As AUC was directly obtained from
estimated individual clearance, we analyzed the nq and
€q distribution to measure the extent of shrinkage [31].
AUC intensity was obtained as cumulative AUC divided
by the number of weeks between the first administration
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and the time of the last methotrexate serum measure-
ment for the last cycle. Exposure parameters were calcu-
lated after two cycles (four courses) in all patients, or from
the exact number of courses in those who did not receive
the two first cycles because of early failure.

Statistical analysis

Prognostic factors (age, performance status, LDH serum
concentration, involvement of deep structures, intraocular
disease, CSF protein concentration and presence of cells in
CSF) were compared between patients who received three
cycles and those who received two cycles or less, using the
Chi Square test or Fisher's exact test.

Comparison of MTX dose (median dose, mean dose
and cumulative dose) and of exposure parameters (mean
AUC, cumulative AUC and AUC intensity) in patients who
failed to respond at or before two cycles and those who
were able to receive the planned treatment were based
on the Wilcoxon test. Survival data were analyzed accord-
ing to prognostic factors and methotrexate exposure
parameters in patients of each group (= two or three
cycles).

Cumulative survival curves were estimated by the
Kaplan-Meier method. Comparison between patients of
each group was made using the log-rank test.

In the subset of patients who received three cycles,
prognostic factors (age, performance status, LDH serum
concentration, involvement of deep structures, intraocular
disease, CSF protein concentration and presence of cells in
CSF) and methotrexate exposure parameters were com-
pared between responders and non-responders using the
Chi Square test or Fisher's exact test.

Analyses were performed using SAS software (SAS
Institute Inc., Cary, NC, version 9.1).

Table 2

Characteristics of patients receiving onlytwo cycles of MBVP (Group 1), and those receiving threecycles of MBVP (Group 2)

Results

Patients and treatment

The total number of patients preselected for analysis on
the basis of our criteria was 42. Five patients were not
retained for analysis for the following reasons: secondary
and not primary central nervous system lymphoma (n = 2),
early blood stem cell graft before the second cycle of MBVP
(n = 2), severe renal impairment before treatment preclud-
ing the administration of MTX (n = 1).

Thus, the study group consisted of 37 patients, includ-
ing 51.0% females (Table 2). The median weight was 69 kg
(47-92) and the body surface area 1.76 m? (1.47-2.14).
Twenty-six patients had at least one poor prognostic
factor, and 67.6% of patients were aged over 60 years
(median age: 66.6 years (38-86)). Twelve patients did not
receive the three planned cycles; they were assigned to
group 1. Some of them received two cycles and were
evaluated just after, but others were switched to a salvage
regimen or died before having received the two cycles.
Twenty-five patients were able to receive three cycles of
MBVP and they were assigned to group 2.

Overall, 178 methotrexate courses were analyzed and
the patients received a median dose of 1990 mg m~ (759~
3035 mg m~). Thirty-six courses were available in patients
from group 1: six received the four courses, two received
three courses, two received two courses and two received
only one course.The median (range) dose of methotrexate
was 1510 mg m™2 (966-3026). The theoretical dose of
3000 mg m~?was administered in 13 courses (36.1%) and a
reduced dosage was administered in the remaining 23.
One hundred forty-two courses were analyzed in patients
from group 2, the last course being administered after
evaluation in eight of them.The median (range) dose was

All patients Group 1 Group 2
(n=37) (n=12)
Variables Subgroups n (%) n (%)
Age <60 years old 12 (32) 3 (25) 9 (36) 0.71
>60 years old 25 (68) 9 (75) 16 (64)
Performance status 0-1 27 (73) 8 (67) 19 (76) 0.69
2-4 10 (27) 4 (33) 6 (24)
Deep lesions Yes 14 (38) 1(8) 13 (52) 0.01
No 23 (62) 11 (92) 12 (48)
Intraocular disease Yes 9 (24) 3 (25) 6 (24) 1
No 28 (76) 9 (75) 13 (52)
LDH serum concentration Elevated 14 (38) 2(17) 12 (48) 0.08
Normal 23 (62) 10 (83) 13 (52)
Cells in CSF Yes 7 (19) 0 (0) 7 (28) 0.07
No 30 (81) 12 (100) 18 (72)
CSF protein concentration* <049l 6 (17) 2 (18) 4(17) 1
>0.4 gl 29 (83) 9 (82) 20 (83)

*Two CSF protein concentration values were not available, one in group 1 and one in group 2.
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Figure 1

Kaplan-Meier curves representing overall survival of all patients. Black curves correspond to group 1, red curves correspond to group 2 and empty circles

represent censored data

2010 mgm™= (759-3035). The theoretical dose of
3000 mg m~ was administered in 70 courses (49%) and a
reduced dosage was administered in the remaining 72.

Response to treatment
Twenty-nine (78%) patients were classified as responders,
44.8% of whom had a complete response.

Seven of the patients in group 1 (58%) had progressive
disease and five (42%) had a partial response.Two patients
received CYVE salvage chemotherapy (cytarabine 2 g m=
day™' on days 2 to 5 as a 3 h infusion plus 50 mg m~ day™'
on days 1 to 5 as a 12 h infusion, and VP16 200 mg m™
day™ on days 2 to 5 as a 2 h infusion) and four received
salvage radiotherapy. The disease progressed in the six
remaining patients and they died before being switched to
another treatment.

Evaluation at the end of treatment for patients who
received the entire MBVP protocol (group 2, n = 25)
showed that only one patient (4%) had progressive
disease, 11 (44%) had a partial response and 13 (52%) had
a complete response. The responding patients (with com-
plete or partial response) then received radiotherapy. The
patient with progressive disease died 1 month after
ending treatment.

Survival
Eighteen patients died (48.7%), with 13 deaths (72%)
occurring during the first 2 years after diagnosis, 10

belonging to group 1 (83%) and three (12%) to group 2.0f
the patients who received the entire treatment, three
patients relapsed after MBVP treatment (12%) and five
patients were lost to follow-up (20%).

The median follow-up was 6 months (2.4-58.8) for
patients of group 1 vs. 26.4 months (15.6-32.4) for patients
receiving the entire MBVP protocol. The median survival
was evaluated at 0.49 years (0.22-4.92) in group 1 vs. 8.04
years (2.16-NE) in group 2 (P < 0.001). The upper limit of
median survival was non estimable (NE) because of insuf-
ficient data (Figure 1).

Methotrexate exposure

Population modelling was performed on a total of 704
serum samples, 475 being from our patients. A two-
compartment model best fitted the data.Intra-patient vari-
ability was often observed, and the inclusion of creatinine
clearance (CL.,) at each course and of inter-occasion vari-
ability produced a decrease in the objective function from
—782.1 to —1033.6 and a decrease in the inter-individual
variability of CL from 54.7 to 35.3% as compared with the
base model (Table 3). Importantly, we obtained identical
population pharmacokinetics parameters as those previ-
ously published using a subset of our data [30]. Individual
weighted residues were between -1 and +1 for all
observed concentrations. The shape of the distribution of
the NPDE is presented on Figure 2 (Figure 2). The test of
normality was significant but this is often observed when
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Table 3

Final parameters estimates of the final model

Population  Standard  Relative

estimate error of standard
Parameter of 6 estimate error (CV%)
CL = 6i X CLcr
01 0.0716 9.0 22.5 28.7
02 0.0788 10.3 32.3 31.0
03 0.0740 11.0 324 28.4
64 0.0700 12.5 72.2 34.1
05 0.0744 7.6 40.7 25.2
66 0.0684 11.8 31.2 36.5
v (l) 22.7 19.5 32.3 41.2
v2 () 3.46 11.6 235 53.9
Residual error (CV %) 35.2 9.0 109 -

6i: between occasion value of 8, as evaluated on the six first courses. CLc in
ml min~" and CL in | h~". @ between subject variability.

analyzing a great number of observations. Apart from a
few outliers, the scatter plot of the NPDE vs. time did not
pinpoint a particular deficiency in the model (m = 0.109,
P=0.062 and v =1.074, P = 0.168) (Figure 2).

Shrinkage analysis for CL showed mean nc_ shrinkage
of 23% (13-38) and e-shrinkage of 37%.

Factors influencing response to treatment

The patients in group 2 were those for whom the physician
judged that they were able to receive the entire course of
MBVP chemotherapy. In contrast, patients in group 1 had
clinical signs of evolution or poor response. Unexpectedly,
a statistically higher incidence of deep lesions was found in
patients in group 2 than in group 1 (P < 0.01). The other
prognostic factors were not different between the two
groups.

Although patients from group 1 received a lower
median (range) dose of methotrexate [1510 mg m™ (966~
3026)] than those of group 2 [1983 mg m™ (999-3000)]
after two cycles, the difference was not significant
(P = 0.18). The cumulative dose was higher in patients in
group 2 compared with those in group 1 (19 200 mg vs.
12 600 mg, P = 0.02) due to the greater number of courses
administered per patient in group 2. Accordingly a higher
cumulative AUC was found in group 2 compared with
group 1 (P =0.01). Interestingly, patients in group 1 had a
trend to have lower mean AUC. We found no significant
difference in AUC intensity (Table 4).

Within group 2, methotrexate dose, systemic exposure
and prognostic factors were not different between
responders and non-responders and had no influence on
the FFS.

Severe toxicity

Forty-one percent of courses were associated with toxicity,
including a high rate of haematotoxicity (39.6% of courses)
and also renal toxicity (2.0% of courses) and mucositis
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(0.5%).The toxicity rate during the first two cycles of MBVP
was not statistically different between the two groups
(46% in group 1 vs. 37% in group 2). Grade 3-4 toxicity also
occurred, including 25.8% of haematotoxicity, 1.5% renal
toxicity and 0.5% mucositis. Half of the patients who had
grade 3-4 renal toxicity returned to normal renal function
within a few weeks of ending treatment. Six courses were
delayed, one because of grade 4 haematotoxicity and the
others for reasons that were not medical.

MTX overexposure, defined by a MTX serum concentra-
tion >2 um 48 h after administration, occurred in six (3.1%)
courses, three in group 1 and three in group 2.

Discussion

This study reports outcomes of patients with PSCNL
treated by standard MBVP chemotherapy. The analysis
showed therapeutic outcomes similar to those found in
the literature [11]. However, two distinct groups of patients
were identified, based on their ability or inability to receive
the three planned cycles. Some factors had previously
been shown to have a prognostic value in PSNCL. However,
they were identified in large cohorts of patients treated
according to various modalities, including radiotherapy
(RT) alone, RT followed by chemotherapy, chemotherapy
alone and chemotherapy followed by RT. To our knowl-
edge, no study has evaluated prognostic factors in patients
receiving homogenous treatment. We thus focused on
evaluating factors that may have contributed to the diver-
gent outcomes in our group of patients.

In the patients in our study who received two or less
MBVP cycles on the basis of the physician’s judgment, then
secondarily evaluated by iconography, failure was con-
firmed in 58% of cases, the others being only partial
responders.

These patients (group 1) had a very poor outcome
compared with patients who were able to receive the three
planned cycles. Thus, the patients showing an early
response to the MBVP protocol after two cycles had a
higher survival rate, whatever the salvage chemotherapy
used in patients from group 1.ldentifying factors involved
in early failure would therefore have important conse-
guences.

When considering the whole population, we observed
that most of the patients were administered a decreased
dose of methotrexate compared with the theoretical dose.
This was mainly explained by the fact that the patients
were elderly (67% of patients were more than 60 years old)
or had altered renal function. Moreover, mean dose effec-
tively received did not influence the early response to
treatment, as we found no significant difference between
patients who were able to continue and those for whom
treatment was prematurely withdrawn due to unfavour-
able evolution.
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Table 4

Exposure parameters based on the first two cycles for patients of group 2 and on all available courses for patients of group 1

Total population (n = 37)

Group 1 (n = 12) Group 2 (n = 25)

Exposure parameter Median (1st-3rd quartile)

AUCc (mg I-" h) 2459 (1515-3123)
AUCm (mg I" h) 617 (475-778)
AUCi (mg ' h weeks™) 422 (276-534)

Median (1st-3rd quartile) Median (1st-3rd quartile)

1954 (823-3135) 2468 (1915-3088)
571 (486-802) 622 (436-735)
484 (347-587) 416 (257-512)

AUCc, cumulative AUC; AUCI, AUC intensity; AUCm, mean AUC.

As similar doses may produce variable systemic expo-
sure, we also analyzed whether the pharmacokinetic
parameters of MTX differ between the two groups. We
used a population pharmacokinetic approach to describe
MTX pharmacokinetics and analyzed the covariates possi-
bly associated with variable exposure.Using this approach,
it is possible to estimate exposure to a drug much more
precisely than by using only isolated point-concentrations.
The concentrations measured in our patients as part of
therapeutic drug monitoring, and pooled with those from
an independent database, were best described by a two-
compartment model. The major interest of pooling our
data to an independent database was to estimate better
AUC by adding early concentrations not available for our
patients. We also included inter-occasion variability in
the model, to compensate for the marked differences
observed in some patients from one course to another
despite the unchanged MTX dose.

This pharmacokinetic model was used to estimate
individual AUC at each course, from which we derived
individual cumulative AUC, individual mean AUC and indi-
vidual AUC intensity for the first two cycles. As individual
AUC is directly obtained from individual clearance esti-
mated from the model (POSTHOCQ), the extent of shrinkage
of N gives useful information to assess the relevance of
the subsequent exposure-response analysis. Savic et al.
[31]indicated that, when shrinkage is higher than 20-30%,
individual parameter estimation may be affected. Our

result for nc shrinkage (23%) was not different from theo-
retically expected, considering the few observations per
subject in our data set. However, the extent of shrinkage
that we obtained, although not very high, could have
limited precise evaluation of parameter—covariate relation-
ships as well as brought a degree of uncertainty on the
estimation of individual CL. As expected, MTX exposure
varied markedly between patients. Intraindividual variabil-
ity was evident in some patients while pharmacokinetic
parameters were stable in others. Creatinine clearance was
identified as a covariate influencing MTX clearance. As
methotrexate exposure (mean AUC) was not statistically
different between patients who were able to receive the
entire treatment and those whose treatment was stopped
just after or before two cycles, our results indicate that
pharmacokinetic variability does not play a significant role
in the early response to treatment and that increasing the
dose of MTX to target a higher AUC would thus probably
not improve results.PCNSL is a rare condition and we were
not able to include more patients in this monocentric
study. Despite being not significant, our results indicate
that, when evaluated at the same time point, patients in
group 1 had a trend to have lower mean exposure than
those who were able to pursue treatment. Hopefully, our
results will open the way for others to evaluate this relation-
ship in a larger cohort as it would have important conse-
quences in terms of dosage adjustment. Our results also
confirmed that dosage adjustment in patients >60 years
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old or with impaired renal function yielded similar expo-
sure to patients treated with the standard dose, i.e it com-
pensated for the decreased clearance.

A quantitative marker of response,i.e.change in tumour
size from baseline and the end of cycle 2, would have been
very useful to establish exposure-response relationships.
Karrison et al. used both a dichotomous index (whether or
not a 50% decrease in tumour area had occurred) and a
quantitative one (the ratio of the tumour area taken at a
fixed time point compared with the tumour area at the start
of protocol treatment) to evaluate response in 46 patients
with advanced gastric cancer [32]. Such a quantitative
evaluation of response was not possible in our study since,
on these retrospective data, the accurate information of the
changein tumour size was not available.Response was thus
evaluated from both clinical examination and computed
tomography or magnetic resonance imaging with contrast
enhancement, from which a percentage of response was
determined (total/partial/non-responders). The results of
our study should thus be interpreted from a pragmatic
point of view, as it aimed at answering the question of
whether or not MTX exposure has an impact on response,
the latter being evaluated by standard methods that are
used in routine patient care.

Using already known prognostic factors, the involve-
ment of deep lesions was unexpectedly higher in patients
who were able to receive three cycles than in those who
failed after receiving = two cycles. However, our popula-
tion was very homogeneous, with a high rate of respond-
ers, and this could have limited the possibility of
confirming the role of prognostic factors.

Creatinine concentrations and blood cell count were
available for each course. The toxicity rate observed in our
study was in the same range as previously reported in the
literature for MBVP chemotherapy combined with radio-
therapy [33]. However, we did not study the relationship
between parameters of exposure to MTX and toxicity
because the low rate of grade 3-4 toxicity hindered proper
statistical evaluation.

In conclusion, we found that patients who were early
non-responders to MBVP chemotherapy had poor survival,
whatever the salvage regimen. Patients who were able to
receive the entire MBVP chemotherapy had a good sur-
vival rate. We were not able to identify factors influencing
response after two cycles, even if early MTX exposure
tended to be lower in non-responders. The exact role of
pharmacokinetic variability in PCNSL seems to be more
difficult to establish than in other cancers.
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