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Rituximab for autoimmune haemophilia: a proposed treatment algorithm
A. Aggarwal, R. Grewal, R. J. Green, L. Boggio, D. Green, B. B. Weksler, A. Wiestner and G. P. Schechter

FAZLFTOMIET, £ ey — [Jiffi 5 ~ 60
Bethesda Units (BU) ] # &3 4% H CREME MR R
HABlcBWTYrakA 77 I ROMH - JEBEH
T YF YT ETL R R LS5
I & o TR O LB PH O N2 Z L &
L7ze A3 A1E, A ey —%2ETHH72%4
B (9 H26IEA ¥ —JIfliA 200 BU % #8 2
Z)IIBIFAHE)YFUYT (JLCD20 €/ 7H—F )b
Puik) ORRIZOVTHIET 5, TV =V [B &
O ra 7))y (160)] 12X 2 BIHGE#E ISR 72
VY X TOM 480 720E 8 ARG &
D, ABIT2 ~ 353E%I25 VI KT (FVID) {51

Table 1. Summary of responses to rituximab in the present series.
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Rituximab
doses to Other
Inhibitor maximum concurrent Time to CR Duration of CR
Patients titre (BU) Bleeding benefit (n) treatment Response (weeks) (months)
60 years (male)
Presentation 525 Yes 8 Prednisone CR 17 3.5 (relapse)
Relapse 70 Yes 4 Prednisone CR 8 5 (lost to follow-up)
81 years (female) 203 Yes 4 IVIg CR 15 10+
Prednisone
73 years (male)
First course 6.7 Yes 4 Prednisone™ CR 2 8.5 (relapse)
Relapse - No 4 Prednisone CR 2 5+
68 years (female) 12.8 No 4 None* CR 35 10+

CR: Cessation of bleeding, normalization of FVIII and clearance of inhibitor titre, Ig: Immunoglobulin.
*Patients 3 and 4 also received cyclophosphamide previous to rituximab (see text and Figs 3 and 4).
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Table 2. Previously published reports of rituximab for autoimmune haemophilia.

Rituximab
doses to Concurrent or Inhibitor Time to CR
Patients maximum previous titre Response response duration
Reference () benefit (7) treatment (7) (BU) (n) (weeks) (months)
Karwal et al. [23,33] 3 4 P 56 CR (1) 16 NA
Cy, VP, Cs, Ig 525 PR (1) 56
CSA 19 MR(1) 8
Wiestner et al. [22], 4 2-4 P (4), Cy (1) 5-23 CR (3) 3-12 36+ to 38+
Wiestner & Schechter [31] 60 PR (1)* 12 33+
Kain et al. [24] 1 4 None 268 CR (1)t 12 7+
Fischer et al. [29] 1 2 Cy, V, PE, Cs 19800 NR (fatal - -
bleeding)
Jy et al. [25] 1 4 Cy, M, V, Cs, PE 400 PR (1) - NA
Low & Cohen [26] 1 11 Prev: P, Ig, CSA, CyVP 960 CR (1) 104 11+
Mazj et al. [27] 4 2-4 Cs (4), Cy (2), Ig (1) 2-34 CR (4) 2-3 1+ to 12+
Stasi et al. [28] 8 4 P, Cy (1) 4-96 CR (8) 3-12 2.5 to 42+
[Prev: P (4), Cy (4), (3 relapses,
CyVP (1) PE (1)] at 10, 14,
20 weeks)
2% 8 Cy (2) 160,250 CR (2) NA

CR, complete response (normal FVIII level, inhibitor not detectable or <1 BU); PR, partial response (inhibitor titre declined >50%; FVIII
level >25%, no further bleeding); MR, minor response (inhibitor titre declined >50%, FVIII level <25%); NR, no response; P, prednisone,
M, mitoxantrone; V, vincristine; PE, plasma exchange; Ig, high-dose immunoglobulin; Cs, corticosteroids, CSA, cyclosporine; CyVP,
cyclophosphamide, vincristine, and prednisone; Prev, previous immunosuppressive therapy.

*Mild haemophilia patient, autoantibody cleared and FVIII level returned to baseline level but alloantibody persisted.

fInhibitor titre fell to <1 BU; FVIII level not available.
1These two patients had only transient decreases in inhibitor titre after four doses of rituximab but achieved CR after four additional doses
of rituximab plus intravenous cyclophosphamide.
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Fig. 5. Proposed algorithm for the treatment of autoimmune

haemophilia.
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