CRYOPRECIPITATE DOSAGE: BASIS FOR RECOMMENDATION

Content of Aphereis and Whole blood (WB) cryoprecipitate

Apheresis and whole blood cryoprecipitates have different fibrinogen content. Apheresis cryoprecipitate fibrinogen concentration is 906 + 268
mg/unit (mean £ 1 SD) in a unit volume of 60 £ 2 mL. Therefore, aphereis fibrinogen concentration may vary from 10 to 20 mg/mL with an
average of 15 mg/mL. WB cryoprecipitate fibrinogen concentration is 357 £ 110 mg/unit in a unit volume of 36 £ 2 ml. Therefore, WB
fibrinogen concentration may vary from 7 to 13 mg/mL with an average of 10ml/mL (1). Fibrinogen concentration in the Australian Whole
Blood Cryoprecipitate is 66% of that in the Apheresis product.

Effect of intravenous Fibrinogen infusion on Fibtem A5 and Maximum Clot Firmness (MCF) mm: Evidence

6 mg/kg of IV fibrinogen raises the Fibtem A5 by approximately 1 mm (2).

7 mg/kg of fibrinogen is required to raise the Fibtem MCF by approximately 1 mm (3).
14 mg/kg raising the Fibtem MCF by 1 mm (4).

10 mg/kg of fibrinogen raises the Fibtem MCF by 1 mm (5).

b=

Australian National Blood Authority Neonatal and Paediatric Guidelines

Cryoprecipitate should be used to treat bleeding in the setting of hypofibrinogenaemia. There is no clear threshold for clinically significant
hypofibrinogenaemia. However, in actively bleeding patients, it is reasonable to aim for a fibrinogen level of >1.5 g/L. A target level of >2 g/LL
may be appropriate in certain patients; for example, those with major trauma, those receiving large transfusion volumes and neonates (6).

Variation of Rotem Parameters with Age

Rotem parameters have been measured across a wide range of ages. The measurements are remarkably similar across all age groups allowing
reliable and consistent treatment based upon age and weight (7).



TABLE 1: Median Plasma Fibrinogen, ROTEM Fibtem A10 and ROTEM Fibtem MCF.

Age Plasma Fibrinogen grams/L Fibtem A10 mm Fibtem MCF mm
Reference Range adults | 2.1-4.0 9-24 9-25

0-3 months 23 13 14

4-12 months 2.4 12 12

13-24 months 2.5 11 12

2-5 years 2.7 12 13

6-10 years 2.6 11 12

11-16 years 2.7 12 13

Adapted from (BJA 2010, 105(6): 827

Dose recommendations

The bleeding patient presents a dynamic situation where the endpoint of haemorrhage is uncertain. Blood components therapy should therefore
be administered to correct the fibrinogen to greater than 2 g/L or raise the fibtem A5 to > 12 mm (6). An intravenous fibrinogen dose of 10
mg/kg is approximately middle of the published ranges of 6 to 14 mg/ml to raise the fibtem A5 by 1 mm (2-5). SCH Anaesthesia has Ethics

approval to audit all Rotem data. Also, the Feisty Jnr trial which will be run at CHW and possibly SCH-Randwick, will function as a dose finding pilot
study. Together these evolving dose data will allow fine tuning of dosage schedules into the near future.



TABLE 2: Apheresis and Whole Blood (WB) Dosage schedules to Correct Fibtem AS to > 12 mm

Fibtem A5 mm Required rise in Fibrinogen required Apheresis Cryo. WB Cryo. required
Fibtem A5 mm mg required mL/kg ml/kg
0to3 12 120 8 12
4to5 8 80 5 7
6to 7 6 60 4 6
8t09 4 40 3 4
10to 11 2 20 1 2
>12 0 0 0 0

Note: Table 2 Dose calculations assumes 10 mg/kg IV fibrinogen raises Fibtem A5 by 1 mm, Fibtem A5 should be > 12 mm, Fibrinogen

concentration in apheresis cryoprecipitate is 15 mg/mL and fibrinogen concentration in WB cryoprecipitate is 10 mg/mL.
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