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To the Editor,

Compassionate Use Programs (CUP) offers patients with severe
diseases, early access to promising new drugs outside of clinical
trial and prior to marketing approval. Data arising from CUP
provides valuable insights on treatment pathways. In the last
few years, the treatment landscape for relapsed/refractory (r/r)
diffuse large B-cell lymphoma (DLBCL) has rapidly evolved
based on the approval of several novel therapies, resulting in
changing treatment patterns which benefit from assessment of
modern retrospective data.

To address this, we retrospectively evaluated data of two large
patient cohorts of r/r DLBCL within the polatuzumab vedotin
and glofitamab Roche Global CUP opened in Italy [1], as was
done in similar studies from other European countries [2, 3]. In
fact, this analysis did not evaluate the effectiveness of the two
products, that has been recently reported for polatuzumab
vedotin [4].

The polatuzumab vedotin-rituximab +/— bendamustine CUP
cohort included r/r DLBCL patients after at least 2 lines of
treatment; with 208 patient requests received from 92 national
centers between May 2019 and April 2020. The glofitamab CUP
cohort included patients with r/r DLBCL, high-grade B-cell
lymphoma (HGBCL) or primary mediastinal B cell lymphoma
(PMBCL) after at least 3 lines of previous treatments; with 145
patient requests received from 59 national centers between

March 2022 and April 2024. Cohort characteristics were
compared using the Chi-square or Fisher's exact test for cate-
gorical data, and the Wilcoxon rank-sum test for continuous
data.

Clinical characteristics of the patient population are summa-
rized in Table 1. Both cohorts showed a prevalence of males.
The median age (minimum-maximum range) at diagnosis was
higher in the polatuzumab vedotin-rituximab +/— bendamus-
tine cohort (63 years; range: 24-84 years) compared to the glo-
fitamab cohort (60 years; range: 17-82 years, p-value = 0.002).
Similarly, the median age at CUP request was higher in the
polatuzumab vedotin-rituximab +/— bendamustine (67 years;
range: 25-85 years) than in the glofitamab cohort (62 years;
range: 19-85 years, p-value < 0.001). The median duration from
diagnosis to CUP request was comparable in the two cohorts
(median 2 years, range 0-22). In the polatuzumab vedotin
cohort, 78% patients were previously treated with 2 (49%) or 3
(29%) lines of treatment, whereas the glofitamab cohort had 79%
of patients previously treated with 3 (34%) or 4 (45%) lines of
treatment (p-value = 0.004).

Treatment courses experienced by patients across the two co-
horts are depicted in Figure 1. In the polatuzumab vedotin-
rituximab +/— bendamustine cohort (Figure 1A), the most
frequent frontline regimen was R-CHOP (66%), followed by R-
CHOP like (e.g., R-COMP, R-COMP + rituximab, R-BENDA,
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TABLE 1 | Baseline characteristics of the population, overall and in CUP strata (polatuzumab vedotin and glofitamab).

Total Polatuzumab vedotin  Glofitamab
N =353 N = 208 N =145 p-value®
Sex
Female N (%) 140 (39.7%) 84 (40.4%) 56 (38.6%) 0.824
Male N (%) 213 (60.3%) 124 (59.6%) 89 (61.4%)
Age at CUP request (years)®
N 353 208 145
Mean (SD) 62.6 (13.3) 65.1 (11.8) 59.2 (14.4)
Median (IQR) 64 (56-73) 67 (57-75) 62 (51-69) 0.0001
Min-max 19-85 25-85 19-85
Disease histology
DLBCL N (%) — 208 (100%) —
DLBCL NOS (including HGL) N (%) — — 139 (95.9%)
PMBCL N (%) — — 6 (4.1%)
No. lines of previous treatment
1L N (%) — — —
2L N (%) 102 (28.9%) 102 (49.0%) —
3L N (%) 110 (31.2%) 60 (28.8%) 50 (34.5%) 0.004°
4L N (%) 98 (27.8%) 33 (15.9%) 65 (44.8%)
5L N (%) 37 (10.5%) 12 (5.8%) 25 (17.2%)
6L+ N (%) 6 (1.7%) 1 (0.5%) 5 (3.5%)
Age at diagnosis (years)
N 336 191 145
Mean (SD) 59.6 (13.3) 61.8 (12.1) 56.7 (14.4)
Median (IQR) 62 (52-70) 63 (55-71) 60 (49-67) 0.0015
Min-max 17-84 24-84 17-82
Time from diagnosis to
CUP request (years)
N 336 191 145
Mean (SD) 2.7 (3.0) 2.9 (3.4) 2.5 (2.4)
Median (min-max) 2 (0-22) 2 (0-22) 2 (0-15) 0.788
First line regimen (1L)
R-CHOP dose dense N (%) 56 (15.9%) 21 (10.5%) 35 (24.1%) 0.001
chemotherapy
R-CHOP N (%) 223 (63.2%) 138 (66.0%) 85 (58.6%)
R-CHOP like N (%) 74 (20.9%) 49 (23.4%) 25 (17.2%)
Second line regimen (2L)
Immune-chemotherapy N (%) 27 (7.7%) 20 (9.6%) 7 (4.8%) 0.001¢
Chemo free-regimen N (%) 21 (5.9%) 10 (4.8%) 11 (7.6%)
Other N (%) 60 (17.0%) 48 (23.1%) 12 (8.3%)
High dose chemotherapy N (%) 239 (67.7%) 130 (62.5%) 109 (75.2%)
and stem cell transplantation®
Polatuzumab-vedotin N (%) 6 (4.1%) — 6 (4.1%)
(Continues)
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TABLE 1 | (Continued)

Total Polatuzumab vedotin  Glofitamab
N =353 N = 208 N =145 p-value?

Third line regimen (3L)

Immune-chemotherapy N (%) 19 (7.6%) 14 (13.2%) 5(3.5%)

Chemo free-regimen N (%) 50 (19.9%) 28 (26.4%) 22 (15.2%)

Other N (%) 41 (16.3%) 34 (32.1%) 7 (4.8%)

High dose chemotherapy N (%) 52 (20.7%) 30 (28.3%) 22 (15.2%)

and stem cell transplantation

Polatuzumab-vedotin N (%) 48 (19.1%) — 48 (33.1%)

CAR-T N (%) 41 (16.3%) — 41 (28.3%)
Fourth line regimen (4L)

Immune-chemotherapy N (%) 7 (5.0%) 3 (6.5%) 4 (4.2%)

Chemo free-regimen N (%) 20 (14.2%) 11 (23.9%) 9 (9.5%)

Other N (%) 30 (21.3%) 23 (50.0%) 7 (7.4%)

High dose chemotherapy N (%) 15 (10.6%) 9 (19.6%) 6 (6.3%)

and stem cell transplantation

Polatuzumab-vedotin N (%) 35 (24.8%) — 35 (36.8%)

CAR-T N (%) 34 (24.1%) — 34 (35.8%)
Fifth line regimen (5L)

Immune-chemotherapy N (%) 2 (4.7%) 1(7.7%) 1 (3.3%)

Chemo free-regimen N (%) 13 (30.2%) 6 (46.2%) 7 (23.3%)

Other N (%) 8 (18.6%) 3 (23.1%) 5 (16.7%)

High dose chemotherapy N (%) 8 (18.6%) 3(23.1%) 5 (16.7%)

and stem cell transplantation

Polatuzumab-vedotin N (%) 5 (16.3%) — 5 (16.7%)

CAR-T N (%) 7 (11.6%) — 7 (23.3%)

#Chi-square test or Fisher's exact test if counts are less than five. Wilcoxon rank-sum test for age comparisons.

SCuP = compassionate use program.
“The comparison between cohorts does not include the 2L.

dp-value calculated excluding polatuzumab vedotin treatment from the glofitamab cohort.
“Including R-DHAOX, R-DHAP, R-DHAP + ASCT, R-IEV, R-ICE, R-MICMA, R-CODOX-M/IVAC, R-HYPER C-VAD, DHAOX, ICE and other regimens.

etc; 23%) and by R-CHOP dose-dense chemotherapy (e.g., DA-
EPOCH-R, MACOP-B, etc; 10%). The corresponding distribu-
tion in the glofitamab cohort (Figure 1B) was 59%, 17% and 24%,
respectively. In both cohorts the use of R-CHOP dose-dense
chemotherapy was more frequent in younger patients (median
age: 51 years, range: 33-78 years in the polatuzumab vedotin-
rituximab +/— bendamustine cohort; median age: 54 years,
range: 17-72 years in the glofitamab cohort) as compared to R-
CHOP standard-dose regimen (median age: 63 years, range:
24-83 years in the polatuzumab vedotin-rituximab +/— bend-
amustine cohort; median age: 59 years, range: 17-83 years in the
glofitamab cohort).

In second line, in the polatuzumab vedotin-rituximab +/—
bendamustine cohort, we observed that 63% of patients were
treated with high dose chemotherapy and stem cell trans-
plantation (SCT), at a median age of 61 years (range: 24-78 years),
whereas in the glofitamab cohort the corresponding percentage
was 75% and the median age was 57 years (range: 18-76 years). In
both cohorts, the use of second-line chemo-free regimens was
limited (< 10%) and was mainly reserved for older patients, with a

median age of 73 years in both the polatuzumab vedotin-
rituximab +/— bendamustine (range: 60-82 years) and glofita-
mab cohorts (range: 18-84 years).

Third line treatment significantly differed in the two cohorts due
to the different period observed that is, 2019-20 in the polatuzu-
mab vedotin-rituximab +/— bendamustine and 2022-24 in the
glofitamab cohort. In the polatuzumab vedotin-rituximab +/—
bendamustine cohort, 28% of cases were treated with high dose
chemotherapy and SCT, and 26% with chemo-free regimens,
while in the glofitamab cohort 33% of patients were treated with
polatuzumab vedotin, 28% with CAR-T therapy, and 15% each
with high dose chemotherapy and SCT or chemo-free regimens.

The two CUPs generated data to observe the treatment path-
ways of r/r DLBCL in Italy in two different time periods. A
significant shift toward use of novel immunotherapies (pri-
marily, polatuzumab vedotin and CAR-T), particularly after two
lines of treatment, emerged in the descriptive analyses of the
two cohorts. Earlier Italian data from the STRIDER study which
evaluated first and second line therapy in DLBCL patients from
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FIGURE 1 | Sankey diagram reporting treatment flow of patients before entering polatuzumab vedotin (Panel A) and glofitamab (Panel B)

compassionate use programs.

2010-2019 reported use of lenalidomide, platinum-based regi-
mens, investigational drugs and other various regimens in third
line of treatment [5], highlighting the urgency for widespread
approval of novel treatments such as CAR-T cells and bispecific
antibodies as second-line to improve r/r DLBCL patients out-
comes. Moreover the commercial availability of CAR-T cell
therapy (November 2019 Yescarta) and polatuzumab vedotin
(January 2022) has been captured our observation (Sankey Di-
agram, Figure 1). Consistent with what was observed in the
glofitamab cohort, recent data from the European transplant
registry confirms that the use of high dose chemotherapy and
SCT is progressively declining with the availability of new im-
munotherapies [6]. The current therapeutic landscape is also

rapidly evolving, with second-line CAR-T therapy and first-line
pola-R-CHP now established standards of care. Due to the
temporal constraints of our cohorts and the requirement of > 3
prior treatment lines for CUP eligibility, our dataset cannot yet
reflect the impact of these recent advances on treatment
sequencing, thus limiting the relevance of the observed
sequencing in the current clinical practice.

In conclusion, it provided insights into the evolving treatment
pathways in Italy across two distinct time periods, showing the
shift toward earlier use of novel immunotherapies. This approach
may serve as a valuable complement to traditional data-
generation methods, enhancing the understanding of treatment
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sequencing in patients with r/r DLBCL within a rapidly evolving
therapeutic landscape.
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