Dosing, efficacy and safety of rituximab for the
treatment of minimal change disease in adults: A
systematic review and meta-analysis
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METHODS




Identification of studies via databases and registers

Records removed before
screening:
Duplicate records removed
(n=1501)

Records excluded
(n =661)

Reports not retrieved
(n=8)

s| | Records
g | | identified:
§| |n=1264
v
Records screened
(n=763)
v
Reports sought for retrieval
g’ (n=102)
: I
Reports assessed for eligibility
(n =94)
| | Studies included
3| | in review
~| | (n=32)

Reports excluded
(n=62)
e Age <16yo (n=14)
e Combined cohort
podocytopathy (n=14)
« Maintenance regimen
(n=15)
Cohort size <2 (n=3)
¢ Rituximab biosimilar
(n=1)
e  Other (n=15)

Inclusion criteria
o Age=16yo
Cohort size (n=2)
Native kidney biopsy-proven MCD
Follow-up =6 months
Nil date limit*

O O O O

Cohort
o Total cohort 447
o 45% Europe, 33% Asia
o 37% female, 63% male

Intervention
o Rituximab at any dose for induction
treatment of MCD

Primary outcomes
o Efficacy
= Complete remission
o Dosing
= Low-dose subgroup: rituximab
dose = single-dose 375mg/m:or<1g
= High-dose subgroup: rituximab
dose >1g
o Safety



Table 1| Baseline characteristics of low-dose vs high-dose groups

Low-dose group

High-dose group

Definition

Cohort

Male

Female

Not reported (n)
Mean age (y)

Not reported (studies, n)
Proteinuria (g/day)

Not reported (studies, n)
Serum albumin (g/L)

Not reported (studies, n)
Rituximab dose

Body surface area (mg/m?)

Fixed dose (mg)
Complete remission (n)

Cumulative induction dose of single-
dose 375mg/m? or =1g rituximab

119
50
49
3

37.7
3

6.1
8

27
5

375mg/m? x 1 dose
500-1000
106 (89%)

-

Cumulative induction dose >1g

rituximab

318
123
80
115

39.3
4

6.8
8

26
14

375mg/m? x 2-4 doses
1200 - 6000
221 (69%)

-




RESULTS



Weight Weight

Study Events Total Proportion 95%-Cl (common) (random)
Bruchfeld 7 9 r 0.78 [0.40; 0.97] 2.5% 3.2%
Hoxha 5 6 : . 0.83 [0.36; 1.00] 1.3% 2.0%
Kisner 2 3 — 0.67 [0.09; 0.99] 1.1% 1.7%
Kronbichler 2 2 = ' 1.00 [0.16; 1.00] 0.7% 1.1%
Munyentwali 1 17 . | 0.65 [0.38; 0.86] 6.1% 5.5%
Bruchfeld 13 16 —_— 0.81 [0.54; 0.96] 3.9% 4.3%
Guitard 25 4 —'—:; 0.61 [0.45;0.76] 15.4% 7.6%
Louden 9 9 —:—- 1.00 [0.66; 1.00] 0.8% 1.3%
Rao 3 3 " ' 1.00 [0.29; 1.00] 0.7% 1.2%
Brown 9 10 ) 0.90 [0.55;1.00] 1.4% 21%
Da Silva 18 22 —r— 0.82 [0.60; 0.95] 5.2% 5.0%
King 13 13 1'——' 1.00 [0.75; 1.00] 0.8% 1.3%
Roccatello 3 5 : 0.60 [0.15;0.95] 1.9% 2.7%
Katsuno 5 8 — 0.62 [0.24; 0.91] 3.0% 3.6%
Fenoglio <= 5 6 | ' 0.83 [0.36; 1.00] 1.3% 2.0%
Kidd 4 7 = r 0.57 [0.18; 0.90] 2.7% 3.4%
Raj 21 24 —:——'— 0.88 [0.68; 0.97] 4.2% 4.5% E F FI A Y
Ramachandran 11 11 - 1.00 [0.72; 1.00] 0.8% 1.3%
Rahman 43 48 | 0.90 [0.77;0.97] 7.1% 5.8%
Marsh 11 11 — 1.00 [0.72; 1.00] 0.8% 1.3%
Li 19 20 T 0.95 [0.75; 1.00] 1.5% 2.2%
Heybeli 11 13 : y 0.85 [0.55; 0.98] 2.7% 3.4%
Fujimoto 13 13 :——- 1.00 [0.75; 1.00] 0.8% 1.3%
Sans-pola 13 15 — 0.87 [0.60; 0.98] 2.7% 3.5%
Liu 22 24 —:——0— 0.92 [0.73;0.99] 2.9% 3.6%
Kannan 2 4 * = 0.50 [0.07;0.93] 1.6% 2.3%
Alsahow 5 9 : 0.56 [0.21;0.86] 3.5% 4.0%
Kelly 21 35 —-——: 0.60 [0.42;0.76] 13.3% 7.3%
Zagorec 6 7 : 0.86 [0.42;1.00] 1.4% 2.1%
Oslitelu 5 5 ; 1.00 [0.48; 1.00] 0.7% 1.2%
Guan < 5 9 = 0.56 [0.21; 0.86] 3.5% 4.0%
Zhang 19 22 —:——'— 0.86 [0.65; 0.97] 4.1% 4.4%
I
I

Common effect model 447 <> 0.76 [0.71; 0.80] 100.0% .
= ; <> 0.79 [0.73; 0.84] . 100.0%

02 04 06 0.8 1



LOW-DOSE

Common effect model 118
Random effects model

DOSING

Heterogeneity: 1 = 2%, t° = 0.1497, p =043 !

0.2
HIGH-DOSE
Common effect model 279
Random effects model
Heterogeneity: 1> = 19%, t° = 0.2234, p =020 |
0 0.2

0.84 [0.75; 0.91]
0.85 [0.74; 0.91]

0.75 [0.69; 0.81]
0.77 [0.69: 0.83]

100.0%

100.0%

100.0%

100.0%



SAFETY

Adverse event

Studies reported (n)

Infusion reaction

Infection
Urinary tract infection
Respiratory tract infection

Alopecia

Cardiac

Nil

Not reported

13
3
2

3

1
2
7
9




Low-dose rituximab is likely
as effective as higher doses
Role for future work to
establish ideal dosing

Rituximab is an effective
option for the treatment of
MCD

No major adverse events
reported however more
research required to establish
safety
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