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  Derivative Selection and Modification Process

Verified Provincial Template Version 0
Procedure: Evaluating a Request for a Derivative
Unique Identifier: DSM 0001     


Evaluating a Request for a Derivative
Purpose: 
This procedure provides instructions for how to evaluate a request for a derivative.

Procedure: 

	
	Action
	Related Documents

Title

Number

	1
	· Assess the urgency of the request. See Appendix A.
· Notify the patient’s physician or nursing unit (as appropriate) if the  request is urgent and there will be a delay.


	Appendix A: Provision Times for Urgent Requests of Derivative Products.



	2
	Determine if the request falls within the indications for use.

See Appendix B.

	Appendix B Approved Indications for Transfusion of Derivative Products Table



	3
	Check the patient record to see if prior approval has been obtained and if it is still valid.

For the following requests Medical Director approval is required.  

· the request does not fall within the indications for use. 

· is part of the Special Access Program (SAP). 

· is a factor replacement such as Niastase (FVIIa).

· is for RhIG when the patient has received Rh Positive products.

· is for continuous infusion.

Note: Approval for any of the above is valid only for a single course of therapy.

·  the patient’s first use of Factor VIII, Factor IX or Anti-Thrombin III

Note:
This approval is valid for the life of the patient.


	Hematopath-ologist’s Consultation Procedure


	
	Action
	Related Documents

Title 

Number

	4
	Contact the Medical Director when approval is required.

Obtain the following information for the Medical Director to make a decision <facility specific>:

· Diagnosis

· Transfusion history 

· Product requested

· Factor replacement information

· Examination results

· Coagulation results

If the Medical Director cannot be contacted immediately, you may issue the following products before obtaining approval: <facility specific>

· Niastase


	

	5


	Record the new approval in the patient’s record (if you get approval it needs to be recorded)


	

	6
	Determine if an ABO/D and/or antibody screen is required from the following table. <facility specific>


	

	
	Product
	Diagnosis/Situation
	ABO/D
	Antibody Screen
	

	
	RhIG
	ITP - (Idiupathic Thrombocytopenic Purpura) – patient must be Rh Positive


	yes
	
	

	
	
	transfusion of Rh Positive products to a Rh Negative recipient


	yes
	yes
	

	7
	Determine if the derivative needs to be brand specific.

Note:
Patients receiving Factor VIII are usually given brand specific Factor VIII.


	

	8
	Proceed to checking patient history per established procedure.

Note:
The Intravenous Immune Globulin and Perinatal RhIG have separate processes.  If a request is received for these products, proceed to the specific process.
	Checking Patient  History Procedure

IGIV Management Process

Perinatal RhIG Management  Process





References:

Manufacturer package inserts

Appendixes:
Appendix A:
Provision Times For Urgent Requests of Derivative Products.

Appendix B:
Approved Indications for Infusion of Derivative Products

Appendix C:
Dosage for Derivative Products

Appendix A:
Provision Times For Urgent Requests




of Derivative Products.
	Derivatives Type


	If Onsite Provide Within

	Albumin 25%
	

	Albumin 5%
	

	Anti-Thrombin III (human)
	

	C1 Esterase Inhibitor
	

	Cytomegalovirus Immune Globulin Intravenous
	

	Fibrinogen
	

	Factor VII (FVII)
	

	Factor VIIa Activated Recombinant Factor VII
	

	Factor VIII (FVIII) von Willebrand Factor
	

	Factor VIII (FVIII)
	

	Factor IX (FIX)
	

	Factor IX complex, activated anti-inhibitor coagulant complex
	

	Hepatitis B Immune Globulin (HBIG)
	

	Hepatitis B Vaccine
	

	Immune Serum Globulin (ISG)
	

	Respiratory Syncytial Virus Prevention 
	

	Rh Immune Globulin (RhIG)
	

	Varicella-Zoster Immune Globulin
	


Appendix B:
Approved Indications for Infusion of Derivative 



Products

	Product Type
	Product Name
	Approved Indications

	Albumin 25%
	Albumin 25%
	· Burn therapy

· Hypoproteinemia

· Acute liver failure

· Adult respiratory distress syndrome (ARDS)

· Cardiopulmonary bypass

· Neonatal haemolytic disease

· Renal dialysis

	Albumin 5%
	Plasbumin-5
	· Burn therapy

· Cardiopulmonary bypass

· Acute liver failure

· Plasma exchange



	Anti-Thrombin III (human)
	Anti-Thrombin III (human)
	For patients with hereditary antithrombin III deficiency in connection with

· Thromboembolic disorders

· Surgical procedures

· Obstetrical procedures



	C1 Esterase Inhibitor
	Berinert P
	· Hereditary angio-edema (HAE)



	Cytomegalovirus Immune Globulin Intravenous
	Cytogam
	· Anti-CMV negative renal and lung transplant patients who have been exposed to CMV



	Fibrinogen
	Haemocomplettan P
	· Congenital hypo, dys or afibrinogenaemia

· Acquired hypofibrinogenaemia



	Factor VII (FVII)
	Factor VII
	· Acute bleeding in patients with congenital FVII deficiency

· Acute bleeding in acquired FVII deficiency



	Factor VIIa Activated Recombinant Factor VII
	NiaStase
	· Spontaneous bleeding events

· Hemophilia A/B patients with inhibitors to FVIII or FIX respectively

	Factor VIII (FVIII)

von Willebrand Factor
	Humate-P
	· Von Willebrand Factor replacement

	Factor VIII (FVIII)
	· Kogenate FS

· Recombinate
	· Factor VIII replacement (Hemophilia A)

	Factor IX (FIX)
	· BeneFIX

· AlphaNine-SD

· Mononine

· Immunine VH
	· Factor IX replacement (Hemophilia B)

	Factor IX complex, activated

anti-inhibitor coagulant complex
	FEIBA VH
	For patients with FVIII or FIX inhibitors

· during spontaneous bleeding episodes

· to cover surgical interventions




	Product Type
	Product Name
	Approved Indications

	Hepatitis B Immune Globulin (HBIG)
	HyperHEP B (TM) S/D
	· Passive immunization for patients exposed to HBV

· 

	Hepatitis B Vaccine
	Recombivax HB
	· Immunization against the Hepatitis B virus

· post liver transplant for patients with 

       Hepatitis B



	Immune Serum Globulin (ISG)
	GamaSTAN (TM) S/D
	Passive immunization after exposure to

· Hepatitis A

· Measles

· Varicella

· Rubella



	Respiratory Syncytial Virus Prevention 
	Synagis Palivizumab
	· Prevention of serious lower respiratory tract disease in high risk infants

· 

	Rh Immune Globulin (RhIG)
	WinRho
	· Prevention of Rh immunization in Rh neg females after exposure to Rh (D) pos red cells associated with pregnancy, transfusion, abortion, etc.  (Refer to Perinatal RhIG process.)

· Prevention of Rh immunization in Rh neg individuals after exposure to Rh (D) pos red cells through transfusion

· Treatment of ITP



	Varicella-Zoster Immune Globulin
	VZIG
	Passive immunization after significant exposure to varicella (chicken pox) for the following:

· immunocompromised patients

· pregnant women at risk

· newborns/infants at risk




Appendix C:
Dosage for Derivative Products

Note:
The following chart is a guide only, for use in evaluating a request for derivatives.  
It must not be used to determine the actual patient dose.

	Product Type
	Dosage

	Albumin 25%
	· Hypoproteinemia usual daily dose

· adults 50 - 75 g

· children 25 g

· Other indications for use - refer to the manufacturer’s insert.



	Albumin 5% 

(Plasbumin-5)
	Varies according to the indication for use.  Refer to the manufacturer’s insert.

	Anti-Thrombin III (human)
	Units required (IU) = [desired – baseline AT-III level] x weight (kg)

1.4

Note: ATIII level is expressed as % normal level based on functional AT-III assay

e.g. A 70 kg individual has an AT-III level of 57%.  To increase plasma AT-III to 120% the calculation is [(120-57) x 70]/1.4 = 3150 IU 



	C1 Esterase Inhibitor (Berinert P)
	Adults and children receive the same dose.

· Usual dose - 500 U

· Severe case - 1000 U



	Cytomegalovirus Immune Globulin Intravenous (Cytogam)
	Dosing interval (post solid organ transplant within):
	Dosage

	
	72 hrs
	150 mg/kg

	
	Weeks # 2, 4, 6, 8
	100 mg/kg

	
	Weeks # 12, 16
	50 mg/kg

	Fibrinogen (Haemocomplettan P)
	Refer to the manufacturer’s insert.

	Factor VII
	Required international units = bodyweight (kg) x desired factor VII rise (%) x 0.6

	
	Hemorrhagic event
	Therapeutically necessary plasma level of FVII activity
	Period to maintain the therapeutic plasma level

	
	Minor 
	10 - 20%
	A single dose or until complete wound healing

	
	Severe bleeding and major surgery


	20 - 25%
	8 - 10 days or until complete wound healing

	Factor VIIa Activated Recombinant Factor VII (NiaStase)
	· Initial dose 70  - 90 µg/kg 

· 35  - 90 µg/kg every 2 hours

· dose and interval vary depending on the severity of the bleed, the clinical status of the patient and/or the type of surgery.  Refer to the manufacturer’s insert.



	Factor VIII

von Willebrand Factor (Humate-P)
	VWD Classification
	Hemorrhage
	Dosage

	
	Type 1
	
	

	
	Mild
	Major
	· 40  - 50 IU/kg every 8 - 12 hrs for 3 days

· then 40 - 50 IU/kg daily for a total of up to 7 days treatment

	
	Moderate or Severe
	Minor
	· 40 - 50 IU/kg (1 or 2 doses)

	
	
	Major
	· 40 - 60 IU/kg every 8 - 12 hours for 3 days

· then 40 - 60 IU/kg daily for a total of up to 7 days treatment

	
	Types 2 and 3
	Minor
	· 40 - 50 IU/kg (1 or 2 doses)

· 

	
	
	Major
	· 40 - 80 IU/kg every 8  - 12 hrs for 3 days

· then 40 - 60 IU/kg daily for a total of up to 7 days treatment


	Product Type
	Dosage

	Factor VIII

Kogenate FS

Note: for Recombinate 
dosage refer to 
manufacturer’s 
package insert
	Dosage required (IU) = body weight (kg) x desired % of FVIII increase
2%/IU/kg



	
	Hemorrhagic Event
	Level of FVIII Activity Required
	Dosage

	
	· Minor
	20 - 40%
	· 10 - 20 IU/kg

· Repeat dose if evidence of further bleeding.



	
	· Moderate to major

· Surgery (minor procedures)


	30 - 60%
	· 15 - 30 IU/kg

· Repeat 1 dose at 12 - 24 hours if needed.

	
	· Major to Life-Threatening

· Fractures

· Head trauma


	80 - 100%
	· Initial dose 40 - 50 IU/kg

· Repeat dose 20 - 25 IU/kg every 8 - 12 hrs

	
	· Surgery (major)


	100%
	· Preoperative dose 50 IU/kg

· Repeat as necessary after 6 - 12 hours initially and for 10 - 14 days until healing is complete.



	Factor IX 

(BeneFIX

AlphaNine SD

Mononine

ImmunineVH)
	Number of FIX IU required = body weight (kg) x desired FIX increase (%) x reciprocal of observed recovery (IU/kg per IU/dL)



	
	Hemorrhagic Event
	Level of FIX Activity Required
	Dosing Interval (hrs)
	Duration of Therapy (days)

	
	Minor


	20 - 30
	12 - 24
	1 - 2

	
	Moderate
	25 - 50
	12 - 24
	Until bleeding stops (about 2 - 7 days)



	
	Major


	50 - 100
	12 - 24
	7 - 10

	Factor IX complex, activated anti-inhibitor coagulant complex 

(FEIBA VH) 
Note: Maximum daily 
dosage is 200 
units/kg
	Hemorrhagic Event
	Dosage
	Dosing Interval
	Duration of Therapy

	
	Joint hemorrhage
	50 units/kg
	12 hours
	until signs of clinical improvement appear



	
	Mucous membrane bleeding


	50 units/kg
	6 hours
	

	
	Soft tissue hemorrhage


	100 units/kg
	12 hours
	

	
	Other sever hemorrhages


	100 units/kg
	12 hours or less
	

	Hepatitis B Immune Globulin (HBIG) 

(HyperHEP (TM) S/D)
	· percutaneous or mucosal exposure to Hepatitis B virus (within 48 hours)

· sexual exposure to Hepatitis B virus (within 14 days of last sexual contact)


	0.06 mL/kg

	
	· infants of HBsAg Pos Mothers (within 12 hours of birth)

· infants with exposure to a primary care giver with acute 

       Hepatitis B


	0.5 mL

	Hepatitis B Vaccine (Recombivax HB)
	Group
	Regimen
	Dosing interval

	
	Infants/children (birth to 10 yrs)
	3 x 2.5 (g
	1st dose  - at elected date

2nd dose - ( 1 month after 1st 

3rd dose - ( 1 month after 2nd

	
	Adolescents (11 - 19 yrs)
	3 x 5 (g
	

	
	Adults (( 20 yrs)
	3 x 10 (g
	

	
	Adolescents (11 - 15 yrs)
	2 x 10 (g
	1st dose - at elected date

2nd dose – 4 - 6 months after 1st

	
	Predialysis/dialysis adult patients 
	3 x 40 (g
	1st dose - at elected date

2nd dose - ( 1 month after 1st 

3rd dose - ( 6 months after 1st



	
	Infants of HBsAg Pos Mothers
	3 x 5 (g
	1st dose - at birth (within 1 week)

2nd dose - ( 1 month after 1st 

3rd dose - ( 6 months after 1st



	Immune Serum Globulin (ISG)

(GamaSTAN (TM) S/D
	Diagnosis
	Event
	Dosage

	
	Hepatitis A
	Household contact


	0.02 mL/kg

	
	
	Travel - LOS less than 3 months
	0.02 mL/kg

	
	
	Travel - LOS 3 months or longer


	0.06 mL/kg (repeat every 4 - 6 months)

	
	Measles exposure (Rubeola)
	Prevention (fewer than 6 days from exposure).


	0.25 mL/kg

	
	
	Immunocompromised child


	0.5 ml/kg (max 15 mL)

	
	
	Individuals with malignant disease


	0.5 mL/kg (max 15 mL)

	
	Rubella exposure
	Susceptible women


	0.55 mL/kg

	
	Immunoglobulin deficiency
	
	0.66 mL/kg every 3 - 4 wks (a double dose is given at onset of therapy)



	Respiratory Syncytial Virus Prevention 

(Synagis Palivizumab)
	15 mg/kg per month during periods of RSV risk (usually November through April).

	Rh Immune Globulin (RhIG) (WinRho)
	ITP (intravenous administration only)

· initial dose 250 IU/kg (125 - 200 IU/kg if the patient’s hgb is less than 100g/L)

· subsequent therapy 125 to 300 IU/kg

Note:  patient must be Rh positive



	Varicella-Zoster Immune Globulin (VZIG)
	Patient’s Weight (kg)
	Dose (Units)
	Number of Vials

	
	0.0 – 10.0
	125
	1x125 units

	
	10.1 – 20.0
	250
	2x125 units

	
	20.1 – 30.0
	375
	3x125 units

	
	30.1 – 40.0
	500
	4x125 units

	
	Over 40
	625
	1x625 units or 5x125 units
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