Female patients with DLBCL and involvement of the reproductive organs have poor
outcomes and markedly increased risk of CNS relapse with R-CHOP(-like) therapy
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Background

. _ _ _ _ | Figure 1: Overall survival according to reproductive DLBCL involvement in women (left) and men (right)
Diffuse large B-cell lymphomas (DLBCL) involving the reproductive organs are rare. While testicular

involvement with DLBCL has been well described, less is known about the outcome of DLBCL involving the 2 2
internal female reproductive organs (ovaries and uterus). NX
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British Columbia Cancer Agency (Canada), Guys and St. Thomas’ Hospital (UK), and Peter MacCallum Cancer % 10 % 0
Center (Australia) identified through searches of national/local registries and databases. Inclusion criteria
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Results

Among 1,536 patients, 76 (5%) had reproductive organ involvement. Testicular involvement was seen in 48 Figure 2: Progression-free survival according to reproductive DLBCL involvement in women (left) and men (right)

(6%) of men, and female reproductive organ involvement in 28 (4%) of women (uterus n=15, ovaries n=11,

both n=2). Amongst women, reproductive organ involvement was more frequently associated with stage Ill- § - E -
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involvement (Table lll). Testicular involvement was associated with a trend for increased risk of CNS relapse in No involvement of reproductive organs

Invalvement of reproductive argans

MVA despite frequent use of CNS prophylaxis (Table 1llI). The cumulative incidences of CNS relapse in men

and women with reproductive organ involvement are shown in Figure 3.
Table Il Women (n=681) _ Men(n=855)

Table I: Female reproductive organ Testicular DLBCL Risk factors for CNS relapse Univariate HR Multivariate HR Univariate HR Multivariate HR
Patient characteristics and treatment DLBCL {n:ZS} [n:.ﬂ.B} REpde uctive organ involvement* 8.94 {3??'2122) 6.34 {236'1701) 2.53 (10 5} 2.18 {085'548}
0.02

Median age 64 (33-84) 73 (45-84) Reproductive organ involvement,

specified (women)

R-IPI risk group, n (%)
+ Very good risk (0 risk factors) - 7 (15) « Ovary 4.26 (1.01-18.04) 1.98(0.39-10.11)
+ Good risk (1-2 risk factors) 10 (36) 28 (58) <0.01 * Uterus 16.65 (7.01-39.54) 15.08 (6.83-33.28)
* Poor risk (3-5 risk factors) 18 (64) 13 (27) DSHNHL high risk for CNS relapse = 9.38 (4.08-21.58) 8.25(3.44-19.78) 3.96(2.02-7.76) 3.80(1.93-7.48)
Ann Arbor StEgE‘, 1 {%) *Testicular involvement in men, female reproductive organ involvement in women {ovary and/or uterus). Univariate and multivariate analyses with death before CNS relapse as
« |-|| il {14) 30 (63} <0.01 competing risk (stcrreg). Multivariate analyses include reproductive organ involvement, DSHNHL high-risk disease, and CNS prophylaxis. All analyses stratified by sex
e M-IV 24 (86) 18 (37)
>1 extranodal site, n (%) 18 (64) 13 (27) <0.01 Figure 3: Cumulative incidence for CNS relapse according to reproductive DLBCL Involvement in women (left)
LDH > upper normal value, n (%) 18 (64) 9 (19) <0.01 and men (right). Deaths before CNS relapse are treated as competing risks
ECOG performance 22 7 (25) 7 (15) 0.4 i
Radiotherapy in 1st line treatment, n (%) 8 (29) 29 (60) <0.01 N |
CNS prophylaxis in 1st line treatment, n (%) - Bl
« Any CNS prophylaxis 8 (29) 38 (79)
* |Intratechal CNS prophylaxis 6(21) 29 (60) <0.01 B b
* Systemic CNS prophylaxis 5(18) 17 (35) . ' g
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Table II: Female reproductive organ Testicular involvement 7 0 | S -
Outcome involvement (n=28) (n=48)
3-yr overall survival, % 47 (28-64) 75 (60-85) 0.01* =1 | | | | ) | . .
3-yr progression-free survival, % 43 (25-61) 73 (57-84) 0.01* ’ el . ST 200 ° o st digihosds o) 0
3-yr cumulative CNS relapse risk, % 30 (16-53) 8 (2-21) 0.04* No invalvement of reproductive organs No testicular involvement

Inviolvemeant of reproductive organs Testicular invalvement

*Log-rank entire follow-up period. All analyses stratified by sex.
Conclusions Figure 4: 62-year old woman with stage 4B DLBCL involving the uterus (PET/CT, red arrow). She was diagnosed with

Although involvement of reproductive organs in women mainly occurred in the context of disseminated CNS relapse (CT, blue arrow) shortly after completing R-CHOP therapy. No CNS prophylaxis was given.

DLBCL, the number of CNS events was strikingly high among women with uterine DLBCL, and screening for
occult CNS disease at diagnosis and consideration of CNS-directed prophylaxis may be appropriate in these
patients. The widespread use of CNS prophylaxis for patients with testicular lymphomas likely reduced their

risk for CNS events. Involvement of female reproductive organs carries a dismal prognosis.
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