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A life threatening complication in a small number of A treatment plan of immune suppression followed by immune tolerance therapy was developed.
Hemophilia B patients is an anaphylactic reaction to NOTE: Doses and schedule available on request

Factor IX replacement therapy. Once an anaphylactic

episode has occurred major therapeutic problems arise 1. Immune Suppression therapy

for the Hemophilia B patient. a. Rituximab cocktail given weekly for weeks 1-4. This included premedication’s consisting of

acetaminophen 650 mg, Diphenhydramine 25 mg and Methyl prednisone 100 mg followed by the

A treat t pl fi lon foll db . . N
reaiment plan of immuné suppression tollowed by gradual infusion of Rituximab to a total of 525mg.

Immune tolerance therapy was developed for a 14 year _ _
old (2010) who had an anaphylactic reaction to factor 9 . Mycophenolate 300mg given daily (days 1-52)

replacement therapy . It involved pre-treatments with . Dexamethasone 16.8 mg BID (days 9-11, 24-27,45-48)

b

C
Rituximab, the use of Mycophenolate, and a gradual d. IVIG 1 gm/kg (50gm) (days 12, 13, 47, 48)
reintroduction of Factor IX (plasma derived). This e. Sulfa/Trimethoprin 200mg/40mg, 3 times weekly for 4 weeks
treatment option resulted in no anaphylactic reactions.

. - 2. Immune Tolerance Induction with factor IX (Immunine, plasma derived)
1.Correct tactor IX deficiency and rehabilitate a 14 year a. Doses of factor IX starting at .01units/kg and increasing to 18 units/kg (days 1-7)

old t?i?y u:itthe;zerTXHemophilia B and an anaphylactic b. Factor IX ~5000 units daily (days 8-33) then Factor IX ~4000 units daily (Aug 2010 - Nov 2011)
reaction 1o Factor 1A. c. Every other day therapy started in Nov 2011 with ~4000 units and gradual worked down to

2 Devise a protocol for the administration of Immune maintenance dose of ~3000 units every other day (present dose being used).

Suppression followed by Immune Tolerance Therapy

(ITT) to Factor IX 3. Lab follow up
a. Factor IX, aPTT and inhibitor levels
3.Decrease cost of treatment with factor Vlla b. Liver function, kidney function, TSH, IgE

(> $5,300,000 Can/ yr) (€ 4,121,947 Euros) c. Urinalysis

Hemostasis Levels Before and After Desensitization
o Bef Desensitization After
140 Pm_iain I{etnnEE Elm_:nse l.lrul:il:rmnen Bi—_uhin I-Ienm_ynhin . . . .
P o e ot e e o 1. Immediate normalization of aPTT and factor IX. (see Figure 1)
EE 1: o Sept-3-2010 Negative Negative Normal Normal Negative Megative
i e — os o voma | e | gt 2. No anaphylaxis.
£ 20 ._J Nov-5-2010 0.25 0.5 Normal Normal Negative Megative
1.:5‘9 T T T R & i Negative Negative Normal Normal Negative Negative | I I I
FEEEEEES LS LSS — . - " ) ) - 3. No toxic effects to kidneys. (see Figure 2)
July- 182011 Negative Negative Normal Normal Normal Negative ] _
et 202011 N - - i . 4. Better attendance at school and as a result better interaction
with peers. Prior to Immune Suppression followed by Immune
Figure 3 Figure 4 Tolerance Therapy the 14 year old boy attended only 14 days
g of school for the school year of 2009-2010. For the school
dnadian Loliars -ost Oof Frodu ontnly use y .
in 2009, 2010, 2011 year 2011-2012 the 14 year old boy’'s attendance is almost
sa0 000 comparable to what you would expect for any other 14 year
e — old boy who has hemophilia B.
AT o Desensitization and Reintroduction
Lz é p of Factor IX Occuwrred July 7, 2010
llllll . & E 800.000 . .
e 2 5. Less bleeds and off of opiates as a result. (see Figure 3)
B % 400.000
8 =20 G e 6. When comparing the costs of the 12 months prior to the
'-E | 20103 st Immune Suppression followed by Immune Tolerance Therapy
- ° to the 12 months after (see Figure 4), a savings of
— T TT T $5, 879, 434 Canadian (€4, 559, 114 Euros) is calculated.
TIT $35953853555sssssssszzzozzrazzo - The resulting average cost savings/month following the
'-?EE'? q.i‘. 5 b‘f%i'.‘%?i"ET;%T%"%T%'ET;E .
R IR I IR R R R R R AR R R R PR ER RS Immune Suppression followed by Immune Tolerance Therapy
Month and Year was $ 489, 953 Canadian (€ 381, 049 Euros).
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This is one of a few documented cases of a prolonged remission in a patient with a factor IX Saskatchewan Bleeding Disorders Program (SBDP) which consists
anaphylaxis. Based on the success of this regimen in our patient we recommend that it be further of Hematologists, Nurses, Physiotherapist, and Social Worker.
evaluated in a larger cohort of patients.
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