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A. CLINICAL EVIDENCE
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CLINICAL EVIDENCE: Summary

Is CF VIl included in Local CPGs? NO.
IS CF VIIII inClUded in Loca//y-adopted (:PC;S7 YES. World Federation of Hemophilia (WFH)

Guidelines for the Management of Hemophilia 2020; Malaysia Ministry of Health CPG for the Management of Haemophilia (2018)

Is CF VIl included in the WHO Essential Medicines List? YES.
IS It /If e SaVing 7 YES Life saving for treatment of hemorrhages; Life sustaining for prophylaxis

Is it the sole SoC? NO.

Are there there alternative options in the PNF? NO.

Are alternatives available in the Philippines? YES

NN LW~

S
. Is CF VIl included in DOH Omnibus Health Guidelines? NO.
»
o

Coagulation Factor VIII is recommended for the treatment of Hemophilia A in the WHO Essential Medicines List
and locally-adopted CPGs, namely, the World Federation of Hemophilia (WFH) Guidelines for the Management of
Hemophilia 2020 (high appraisal rating [AGREE I1]).

This topic was prioritized specifically for Hemophilia A treatment in the pediatric population as it was already
listed in the PNF for adults with acquired hemophilia a.


https://drive.google.com/file/d/1ajL_oxCucJMXhjGeEZZzzLDOjKzffOpM/view?usp=drive_link
https://drive.google.com/file/d/1ajL_oxCucJMXhjGeEZZzzLDOjKzffOpM/view?usp=drive_link
https://www.moh.gov.my/moh/resources/penerbitan/CPG/CPG%20haemophilia%20201119.pdf
https://drive.google.com/file/d/1ajL_oxCucJMXhjGeEZZzzLDOjKzffOpM/view?usp=drive_link
https://drive.google.com/file/d/1ajL_oxCucJMXhjGeEZZzzLDOjKzffOpM/view?usp=drive_link

CLINICAL EVIDENCE: Summary

E—
World Federation of High rating in the AGREE Il tool; Consider using
Hemophilia (WFH) the guideline for making recommendations

Guidelines for the
Management of Hemophilia
2020;

‘ CPG HTAC Judgment
o
m

Malaysia Ministry of Health | Not to use or adopt the guideline given low rating
CPG for the Management
of Haemophilia (2018).



https://drive.google.com/file/d/1ajL_oxCucJMXhjGeEZZzzLDOjKzffOpM/view?usp=drive_link
https://drive.google.com/file/d/1ajL_oxCucJMXhjGeEZZzzLDOjKzffOpM/view?usp=drive_link
https://drive.google.com/file/d/1ajL_oxCucJMXhjGeEZZzzLDOjKzffOpM/view?usp=drive_link
https://drive.google.com/file/d/1ajL_oxCucJMXhjGeEZZzzLDOjKzffOpM/view?usp=drive_link
https://drive.google.com/file/d/1ajL_oxCucJMXhjGeEZZzzLDOjKzffOpM/view?usp=drive_link
https://docs.google.com/document/d/1jeDUc3n6HyqccpszPgdutlBmjyzXeaao/edit#heading=h.wxiufsu99zjo
https://www.moh.gov.my/moh/resources/penerbitan/CPG/CPG%20haemophilia%20201119.pdf
https://www.moh.gov.my/moh/resources/penerbitan/CPG/CPG%20haemophilia%20201119.pdf
https://www.moh.gov.my/moh/resources/penerbitan/CPG/CPG%20haemophilia%20201119.pdf
https://docs.google.com/document/d/1jeDUc3n6HyqccpszPgdutlBmjyzXeaao/edit#heading=h.wxiufsu99zjo

CLINICAL EVIDENCE

WHO EML,1979:

Coagulation factor VIII was first included
in the WHO Model List of Essential
Medicines (EML) in 1979. No evidence
review was found for the basis of
recommendation.

12. Blood Products and Blood Substitutes

12.1  Plasma substitute

dextran 70 injectable solution, 6%
12.2  Plasma fractions for specific uses

albumin, human normal injectable solution, 25%
(2,8)

antihaemophilic
fraction ¢(C) (2,8) (dried)

ibrinogen (C) (2, rie
plasma protein ()
(2,8) injectable solution, 5%
factor IX complex
(coagulation fac-
tors 11, VI, IX,
X, concentrate)
(©)(2,8) (dried)

¢Synonym: factor VIII.



https://list.essentialmeds.org/files/trs/D9GThPSnias5fEHbYKtzasG6vrq4VAyOisH7IyJN.pdf

" CLINICAL EVIDENCE

Coagulation factor VIII R 2023 WHO EML Statement on Recombinant CF VIII Products:
"A comprehensive review of the evidence for the comparative efficacy,

safety and cost/cost—effectiveness of recombinant products had not
been conducted nor evaluated at that time. The 2023 Committee
therefore recommended that a full application, compliant with EML
HaemophiliaA  [ICD11code 38100 application requirements, be requested so that the available evidence
could be evaluated. Until such time, recombinant coagulation factors
should not be included as therapeutic alternatives to plasma-derived
coaqulation factors on the Model Lists.”

Section: 11. Blood products of human origin and plasma substitutes » 11.2. Plasma-derived medicines » 11.2.2 Blood coagulation factors

Biological agent

Complementary (EML)
(EMLO)

All human plasma-derived medicines should comply with the WHO requirements.

Parenteral > General injections > IV: 250 IU in vial powder for injection ; 500 IU in vial powder for
injection ; 1000 1U in vial powder for injection

First added in 1979 (TRS 641)
Changed in 1984 (TRS 722)
Changed in 1989 (TRS 796)
Changed in 2007 (TRS 950)

m Changed in 2013 (TRS 985)
Changedin 2021 (TRS 1035)
. Changed in 2023 (TRS 1049)

Also recommended for children
The recommendation is for this specific medicine

Read more about patents. [#

Coagulation factor vill (¥

Coagulation factor viii (Antihemophilic factor human) @




B. AFFORDABILITY AND VIABILITY

A. Methodology and Cost tems
B.  Prophylax
C. Treatment of Hemorr ages
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METHODOLOGY

Costing Analysis for two indications: (not comparative)
1. Prophylaxis/Prevention of Bleeding
2. Treatment/Control of Bleeding Episodes

Public Payer Perspective: includes direct medical costs attributed to the use of the
intervention of interest.

References: Guideline Review, Medical Society Consultation, Data Requests to
Stakeholders

Costing Domains:

A. Cost of the Drug

B. Cost of Drug Administration

C. Cost of Monitoring the Treatment with CF VIII

D. Cost of Management of AEs related to the use of CF VI



u
COST ITEMS

Cost of the Drug

PROPHYLAXIS TREATMENT OF HEMORRHAGES

Cost Items Cost Items

Plasma-derived Coagulation Factor VIII Drug

Cost of Drug Administration

IV Cannula, Micropore Tape

o) »

Cost of Monitoring the
Treatment with CF VIII

1.
2.

Partial thromboplastin time (PTT) | lliopsoas bleeding:

Inhibitor Assay 1. Partial thromboplastin time (PTT)
2. CT Scan

3. Inhibitor Assay

Gl bleeding:
Partial thromboplastin time (PTT)

1
2. CT Scan

3. Abdominal Ultrasound
4. Inhibitor Assay

Intracranial bleeding:
1. Partial thromboplastin time (PTT)

2. CT Scan
3. Cranial Ultrasound
4. Inhibitor Assay

Cost of Management of AEs
related to the use of CF VIII

N/A - Excluded Costs (Mild Infusion reactions, Inhibitor development)




COST ITEMS

E. Cost of Management of AEs related to CF VIII therapy

N/A - EXCLUDED, See rationale below.

PROPHYLAXIS

TREATMENT OF HEMORRHAGES

Cost Items

Reason for exclusion

Cost Items

Reason for exclusion

Mild Infusion reactions
(fever, chills, headache,
flushing, or local site
reactions)

Minimal cost. These reactions are
usually self-limiting or managed
with antihistamines, paracetamol
or slowing the infusion rate.

Mild Infusion reactions
(fever, chills, headache,
flushing, or local site
reactions)

Minimal cost. These reactions are
usually self-limiting or managed
with antihistamines, paracetamol
or slowing the infusion rate.

Inhibitor development

FEIBA is being assessed for aPNF
inclusion.

Inhibitor development

FEIBA is being assessed for aPNF
inclusion.

Reference: Consultation with Philippine Society for Hematology and Blood Transfusion



https://docs.google.com/document/d/1Xvn-SbSLiplvdqBUjeJsS5wRawr9BON-/edit
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COSTING ANALYSIS: Prophylaxis/Prevention of Bleeding due

to Hemophilia A
—

A. Cost of the Drug
Coagulation Cost: Government Price offers from Low Dose Prophylaxis
Factor VIII MAH (via data request) Weekly administration to meet required dose
Drug Regimen: Weight-based dosing:
1. World Federation of Hemophilia 2-2.99 years old = Ave wt: 11.5kg
(WFH) Guidelines for the 5-5.99 years old = Ave wt: 16.9 kg
Management of Hemophilia 9-10 years old = Ave wt: 26.2 kg
2020, 16-19 years old = Ave wt: 50.4 kg
2. Consultation with Philippine 5 Brands, Different Dosage Format, All plasma derived
Society for Hematology and e 250 IU Lyophilized Powder for Solution for Injection (IV) (25 IU/mL) [Brand A]
Blood Transfusion e 250U FACTOR VIiI [Brand B]
L 3 Product Inserts from MAH (via e 500 IU Powder for Solution for Intravenous Injection (50 IU/mL) [Brand: C]
data request) e 500 IUFACTOR VIII (1 00 IU/mI) [Brand D]
[ | 4. DOST ENRI Philippine Nutrition e 1000 IU Powder for Solution for Intravenous Injection (100 IU/mL) [Brand: E]

Facts And Figures 2018-2019 Larger vials incurs wastage when only a small dosage is required for the patient.

Ex. If the required dose is 320 IU, this will require:
- Two 250 IU vials OR
- One 500 IU vial OR
- One 1000 IU vial



https://drive.google.com/file/d/1ajL_oxCucJMXhjGeEZZzzLDOjKzffOpM/view?usp=drive_link
https://drive.google.com/file/d/1ajL_oxCucJMXhjGeEZZzzLDOjKzffOpM/view?usp=drive_link
https://drive.google.com/file/d/1ajL_oxCucJMXhjGeEZZzzLDOjKzffOpM/view?usp=drive_link
https://drive.google.com/file/d/1ajL_oxCucJMXhjGeEZZzzLDOjKzffOpM/view?usp=drive_link
https://enutrition.fnri.dost.gov.ph/uploads/2018-2019%20ENNS%20FACTS%20AND%20FIGURES_JULY182023.pdf
https://enutrition.fnri.dost.gov.ph/uploads/2018-2019%20ENNS%20FACTS%20AND%20FIGURES_JULY182023.pdf

COSTING ANALYSIS
TOTAL YEARLY COST OF PROPHYLAXIS (1 of 2)

PROPHYLAXIS

2-2.99 years old
Ave wt: 11.5 kg

5-5.99 years old
Ave wt: 16.9 kg

9-10 years old
Ave wt: 26.2 kg

16-19 years old
Ave wt: 50.4 kg

Min £522,020.00 $745,620.00 £969,220.00 $1,416,420.00
Max $540,688.00 $782,956.00 $1,267,492.00 $2,236,564.00
OVERALL RANGE £522,020.00 to #2,236,564.00




COSTING ANALYSIS
TOTAL YEARLY COST OF PROPHYLAXIS (2.0f 2)

Average Percentage Distribution of Cost Components for the Prophylaxis (Yearly)

I Costofthe Drug [ Cost of Drug Administration [ Cost of Monitoring the Treatment with CF VIII

2-2.99 years old
Ave wt: 11.5 kg

43.82%

5-5.99 years old 61.20%

Ave wt: 16.9 kg
H
o 9-10 years old 23.10% :
Ave wt: 26.2 kg .10% 11:25%)
16-19 years old o 0'299
Ave wt: 50.4 kg 82.25%

0% 25% 50% 75% 100%
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COSTING ANALYSIS: treatment of Hemorrhages

A. Cost of the Drug

Cost Items

References

Assumptions (1 of 2)

Coagulation
Factor VIl Drug

Cost: Government Price offers from
MAH (via data request)

Regimen:

1.

World Federation of Hemophilia

(WFH) Guidelines for the
Management of Hemophilia
2020;

Consultation with Philippine
Society for Hematology and
Blood Transfusion

Product Inserts from MAH (via
data request)

DOST FNRI Philippine Nutrition
Facts And Figures 2018-2019

Low dose practice patterns for three of the most expensive
major bleeds according to PSHBT:

- lliopsoas/Deep Muscle Bleeds

- Gastrointestinal Bleeding

- Intracranial Bleeding

Note: Minor bleeds were not costed since it may not
necessitate CF VIII therapy

Average of four episodes per year

Weight-based dosing:
2-2.99 years old = Ave wt: 11.5 kg

5-5.99 years old = Ave wt: 16.9 kg
9-10 years old = Ave wt: 26.2 kg
16-19 years old = Ave wt: 50.4 kg



https://drive.google.com/file/d/1ajL_oxCucJMXhjGeEZZzzLDOjKzffOpM/view?usp=drive_link
https://drive.google.com/file/d/1ajL_oxCucJMXhjGeEZZzzLDOjKzffOpM/view?usp=drive_link
https://drive.google.com/file/d/1ajL_oxCucJMXhjGeEZZzzLDOjKzffOpM/view?usp=drive_link
https://drive.google.com/file/d/1ajL_oxCucJMXhjGeEZZzzLDOjKzffOpM/view?usp=drive_link
https://enutrition.fnri.dost.gov.ph/uploads/2018-2019%20ENNS%20FACTS%20AND%20FIGURES_JULY182023.pdf
https://enutrition.fnri.dost.gov.ph/uploads/2018-2019%20ENNS%20FACTS%20AND%20FIGURES_JULY182023.pdf

COSTING ANALYSIS: treatment of Hemorrhages

—
A. Cost of the Drug
Cost Items References Assumptions (2 of 2)
Coagulation Cost: Government Price offers from 5 Brands, Different Dosage Format, All plasma-derived

Factor VIl Drug

MAH (via data request)
Regimen:

1.

World Federation of Hemophilia

(WFH) Guidelines for the
Management of Hemophilia
2020;

Consultation with Philippine
Society for Hematology and
Blood Transfusion

Product Inserts from MAH (via
data request)

DOST FNRI Philippine Nutrition
Facts And Figures 2018-2019

e 250 IU Lyophilized Powder for Solution for Injection (IV) (25
IU/mL) [Brand A]

e 250U FACTOR VIII [Brand B]

e 500 IU Powder for Solution for Intravenous Injection (50
IU/mL) [Brand: C]

e 500 IUFACTOR VIl (100 IU/ml) [Brand D]

e 17000 IU Powder for Solution for Intravenous Injection (100
IU/mL) [Brand E]

Larger vials incurs wastage when only a small dosage is
required for the patient.

EXx.

If the required dose is 320 IU, this will require:
- Two 250 IU vials OR
- One 500 IU vial OR
- One 1000 IU vial



https://drive.google.com/file/d/1ajL_oxCucJMXhjGeEZZzzLDOjKzffOpM/view?usp=drive_link
https://drive.google.com/file/d/1ajL_oxCucJMXhjGeEZZzzLDOjKzffOpM/view?usp=drive_link
https://drive.google.com/file/d/1ajL_oxCucJMXhjGeEZZzzLDOjKzffOpM/view?usp=drive_link
https://drive.google.com/file/d/1ajL_oxCucJMXhjGeEZZzzLDOjKzffOpM/view?usp=drive_link
https://enutrition.fnri.dost.gov.ph/uploads/2018-2019%20ENNS%20FACTS%20AND%20FIGURES_JULY182023.pdf
https://enutrition.fnri.dost.gov.ph/uploads/2018-2019%20ENNS%20FACTS%20AND%20FIGURES_JULY182023.pdf

COSTING ANALYSIS: treatment of Hemorrhages
TOTAL YEARLY COST (1 of 3

TREATMENT OF HEMORRHAGES

2-2.99 years old

Ave wt: 11.5 kg

5-5.99 years old
Ave wt: 16.9 kg

9-10 years old
Ave wt: 26.2 kg

16-19 years old
Ave wt: 50.4 kg

lliopsoas or deep muscle bleeding

Min £320,360.00 #346,160.00 $393,460.00 #509,560.00

Max #339,004.00 #357,640.00 #413,548.00 #544,000.00
OVERALL RANGE £320,360.00 to #544,000.00

Min #418,060.00 #469,0660.00 #551,360.00 #766,360.00

Max £426,676.00 $482,584.00 #575,764.00 £818,032.00
OVERALL RANGE £418,060.00 to #818,032.00

Intracranial bleeding

Min|  #558,560.00 #614,460.00 #782,160.00 #1,242,260.00
Max| #584,400.00 #640,308.00 $826,668.00 #1,329,840.00
OVERALL RANGE $558,560.00 to #1,329,840.00




COSTING ANALYSIS: treatment of Hemorrhages
TOTAL YEARLY COST (2 of 3)

OVERALL RANGE FOR TREATMENT OF $320,360.00 to
HEMORRHAGES $1,329,840.00




COSTING ANALYSIS: treatment of Hemorrhages

TOTAL YEARLY COST (3 of 3)

Indication of CF VII Treatment (Age Groups)

lliopsoas Bleeding (2-2.99 yo)

lliopsoas Bleeding (5-5.99 yo)

lliopsoas Bleeding (9-10 yo)

lliopsoas Bleeding (16-19 yo)

Gastrointestinal Bleeding (2-2.99 yo)

Gastrointestinal Bleeding (5-5.99 yo)

Gastrointestinal Bleeding (9-10 yo)

Gastrointestinal Bleeding (16-19 yo)

Intracranial Bleeding (2-2.99 yo)

Intracranial Bleeding (5-5.99 yo)

Intracranial Bleeding (9-10 yo)

Intracranial Bleeding (16-19 yo)

0%

Average Percentage Distribution of Cost Components

B Cost of the Drug ® Cost of Drug Administration = Cost of Treatment Monitoring

19.42% (NS
25.24% (ONERS
34.36% | OB
LRI 0/09%
25.77% OSIA
34.24%
44.57%
47.09%
51.81% | (QFRA
62.50% OME
76.53%
1 1 1 |
T T T 1
25% 50% 75%

100%



