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WHY  ARE   WE   HERE

?



WHY  ARE        WE
HERE  ?



TRANSFUSION   UPDATE   2010


 

ALL  INTERESTED IN TREATING  PATIENTS

WITH  “BLOOD”
 

or  ALTERNATIVES


 

APPROPRIATE  PRODUCT


 

APPROPRIATE  DOSE



OBLIGATIONS  TO  OUR  PATIENTS


 

SAFETY


 

Efficacy


 

Adequacy of supply


 

Equity of access.   Between and within states
Public or Private patients


 

All products free of charge at point of use
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OBLIGATIONS  TO  OUR  DONORS


 

Stewardship of Life’s greatest gift


 

Maximise usage


 

Minimise wastage


 

Care and safety of our voluntary, non 
remunerated donors



Donors are Selected as Whole Blood 
or Apheresis



PLASMA  FOR
 

FRACTIONATION


 

The driver is IVIg


 

The Blood Service collects

over  400 tonnes !!!




 

Cost effective products


 

Overall cost control


 

Minimise Wastage


 

Innovation

OBLIGATIONS  TO  OUR  FUNDERS
 Ultimately  the  taxpayers !!



FACTORS  TO  CONSIDER


 

National Self sufficiency in Blood and Blood Products


 

Difficulties with world supplies in past


 

Cost of this product  over   $ 150  Million


 

Voluntary  non remunerated donors


 

1.5 Gm IVIg per whole blood donation


 
3.0 Gm IVIg per plasmapheresis collection



THE  NATIONAL  BLOOD  AGREEMENT


 

PROVIDES
Adequate, safe, secure and affordable “blood”


 

PROMOTES
Safe, high quality management and use of “blood”



www.nba.gov.au



CRITERIA  FOR  CLINICAL  USE OF  IVIg


 

Prescriptive


 

Evidence  based


 

Minimum  effective  dose and duration


 

Currently  under  review



THE  CRITERIA   -
 

OUR  BIBLE


 

Conditions  approved  for  IVIg  supply


 

Detailed  qualifying  and exclusion  indications


 

Doses  for  induction  and  maintenance


 

Duration  of  therapy  and  review



LEAN  BODY  WEIGHT  DOSE  ADJUSTMENT


 

Lean  body  weight
actual weight less ALL  adipose tissue


 

Ideal  body  weight
initially P P Broca

 
1871 desirable, healthy

then    B J Devine 1974 for medication











IVIG Recipients - Age vs Weight
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IVIg   PHARMACOKINETICS


 

Clinical response to “arbitrary”
 

dose


 

Peak plasma levels


 
Area under the curve


 

Persisting levels


 

Half-life


 
Catabolic rate



IVIg   PHARMACOKINETICS


 

IVIg distributed in Vascular and extra-
 cellular spaces


 

Very poorly distributed in adipose tissue


 
High dose IVIg (2 Gm/Kg) can cause 
hyperviscosity


 

Increasing obesity, particularly in the elderly 
who are also increasing !


 

IVIg use skewed to elderly



LEAN BODY WEIGHT DOSE ADJUSTMENT


 

UCLH  Institute of Neurology  Queen Square


 
International shortage of IVIg in 2005-6


 

Introduced a formula for Gentamicin dosing using Devine’s  
modification to Ideal Body weight


 

No lack of effect for initial 2 G/Kg doses


 
Subsequently retained


 

Draft   UK  IVIG  Guidelines had formula in 2007


 
Omitted due to lack of evidence base





IVIg  SUPPLIED  IN  AUSTRALIA

IVIG Supplied (grams per 1000 population)
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PILOT  STUDY  IN  WESTERN  AUSTRALIA


 

All new patients who are  “short for weight”
and where applicable existing patients converted


 

Individual patients discussed with specialist.   All agreed


 

No lack of effect noted in initial dose


 

Doses are titrated to “lowest effective”
 

for maintenance





DOSE  DETERMINING  WEIGHT


 

Calculate  Ideal  Body  Weight   (I B W )


 

Add 40% difference between actual  and  I B W 

=  Dose  Determining  Weight  D D W 


 

Excel  calculator


 

Equates  to  36 G / m2   by BSA nomogram



CALCULATION FOR IBW AND DDW
ADD WGT IN KG AND HGT IN CM

Female IBW Male IBW
Height in cm 155.0 Height in cm 180.0
Height in inches 61.0 Height in inches 70.9
Weight in kg 98.0 Weight in kg 98.0
IBW 47.9 IBW 75.0
Dose Adj Wgt 67.9 Dose Adj Wgt 84.2

0.4 g/kg 27.2 0.4 g/kg 33.7
0.5 g/kg 34.0 0.5 g/kg 42.1
1 g/kg 67.9 1 g/kg 84.2
1.5 g/kg 101.9 1.5 g/kg 126.3
2 g/kg 135.8 2 g/kg 168.4



REDUCTION  IN  USE  OF  IVIg


 

20 Kg less than plan in 2008-9


 
40 Kg less than plan in 2009-10 ?


 

10 Kg absolute less in 2009-10  ?


 

Ideal body wt dosing  “saving”
 

4 Kg
=  2700 plasma donations



TIME FOR  LEAN BODY 
WEIGHT DOSING 

?



TIME  FOR  IDEAL
BODY WEIGHT 

ADJUSTED  DOSING

!



CURRENT  SITUATION


 

No  evidence  base   -
 

yet


 

Studies  needed


 

Worth  considering  in all obese  patients


 

Interest in UK  and  Canada



WHY ?


 

Individualising APPROPRIATE dose for each 
patient


 

Reduces unecessary
 

WASTE


 

Reduces unecessary
 

COST


 

Aids SELF SUFFICIENCY in blood and products


 

Helps availability for inevitable new indications
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
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DUTCH   GUILLAIN-BARRE   STUDY
 Kuitwaard, K et al,   Ann  Neurol

 
2009; 66: 597-603


 

Post-hoc analysis     174 pts out of 372


 
Suggested higher increments in total IGG levels 
on day 14 correlated with better course and 
results at 6 months


 

Suggest prospective randomised studies


 

Looking into effect of ideal body wt. 
?  Higher increments in obese pts who were 
“overdosed”. 
? May need  > 2 Gm/Kg adjusted dose



MODE  OF  ACTION  OF  IVIg


 

Numerous  contenders


 

Fc(gamma)  receptor  blockade


 

Sialated
 

Fc
 

IGg
 

upregulates
 

inhibitory Fc
 receptors on effector

 
cells in mice  and in humans 

via dentritic
 

cells receptors DC-SIGN


 
Jeffrey Ravetch

 
?? IVIg X 10 
?? recombinant
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37.2% ≥
 

80 Kg
 
26.0% ≥

 
90 Kg         12.6% ≥

 
100 Kg
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