Republic of the Philippines

DEPARTMENT OF SCIENCE AND TECHNOLOGY
OneDOST4U: Solutions and Opportunities for All BAGONG PLIMAS

CALL FOR STAKEHOLDER COMMENTS ON THE PRELIMINARY RECOMMENDATION OF
THE HEALTH TECHNOLOGY ASSESSMENT (HTA) COUNCIL ON NOREPINEPHRINE (AS
TARTRATE) 1mg/mL CONCENTRATE SOLUTION FOR INTRAVENOUS (IV) INFUSION IN
8mL AMPULE
Published as of 16 June 2026

As of 16 June 2026, the Health Technology Assessment (HTA) Council has completed the
evidence appraisal on the assessment of norepinephrine (as tartrate) 1Tmg/mL concentrate
solution for IV infusion in 8mL ampule for cardiogenic or vascular shock that persists after
adequate fluid volume replacement; severe hypotension; and, (as first-choice vasopressor)
treatment of sepsis and septic shock in adults.

The HTA Council hereby releases its preliminary recommendation on the said health
technology for stakeholder feedback and comments from 16 June (Tuesday) to 30 June
(Tuesday) 2026. The proposed inclusion aims to include an additional net volume (1 mg/mL in 8
mL ampule) for this drug in the Philippine National Formulary (PNF). This is consistent with
DOH Department Circular No. 2022-0584 or the Amendment to the Department Circular
2022-0254 dated 05 April 2022 titled “Updates on the HTAC processing of Minor Inclusion.”

Listed below is the comparison of the current and the proposed listing:

Current PNF Listing Proposed additional PNF Listing
(Details in Evidence Reviewed, following the Minor Inclusion
Annex A)
Norepinephrine (as bitartrate) Norepinephrine (as tartrate)
e 1 mg/mL in 2 mL ampule (IV infusion) e 1 mg/mL in 2 mL ampule (IV infusion)
e 1 mg/mL in 4 mL ampule (IV infusion) e 1 mg/mL in 4 mL ampule (IV infusion)
e 1 mg/mLin 10 mL ampule e 1 mg/mL in 8 mL ampule (concentrate
(concentrate solution for IV infusion) solution for IV infusion)
e 2 mg/mL in 4 mL ampule (solution for e 1 mg/mLin 10 mL ampule
injection) (concentrate solution for IV infusion)
e 2 mg/mL in 4 mL ampule (solution for
injection)

Based on current evidence, as preliminary recommendation, the HTA Council recommends the
government financing of norepinephrine (as tartrate) 1 mg/mL in 8 mL ampule
(concentrate solution for IV infusion). However, due to the substantial budget impact of
financing this drug, the DOH should strongly consider conducting price negotiations to ensure
affordability and sustainable access to this treatment.

This recommendation is based on the following:

Bioavailability
e Both the applied drug and the PNF-listed drug have the same dosage strength,
formulation, route of administration, and primary packaging. They only differ in net

volume.
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Clinical Evidence

e The Food and Drug Administration (FDA) issued a Certificate of Product Registration
(CPR) for norepinephrine (as tartrate) 1 mg/mL in 8 mL ampule (concentrate solution for
IV infusion) (valid until 09 June 2028). The issuance of CPR shown in Annex B
established the efficacy and safety of the product.

e When compared to the current PNF-listing, the proposed inclusion of one additional net
content will not result in any significant difference in bioavailability and meaningful clinical
outcomes. The new preparation and the currently PNF-listed preparations only differ in
net volume. Each contains the same dosage strength, active ingredient, formulation type,
and route of administration.

e There is no standard dosing regimen for norepinephrine but the usual infusion
concentration for norepinephrine are 4mg in 250mL (16mcg/mL), 8mg in 250mL
(32mcg/mL), 16mg in 250mL (64mcg/mL), and 32mg in 250mL (128mcg/mL) of either 5%
Dextrose in Water or Normal Saline.

e Norepinephrine is a required medication in emergency department crash carts in level 1
to 3 hospitals. (DOH Manual Manual of Standards and Guidelines on the Management of

the Hospital Emergency Department, 2022)

Economic Impact

e Based on the usual infusion concentration for this drug as cited in the previous section,
the use of norepinephrine 1mg/mL in 8mL ampule preparation has a significantly higher
total cost per patient compared to the current PNF-listed formulations. Using the 8mL
ampule will require 2 ampules for an infusion concentration of 16mg in 250mL and will
cost Php 23,760.00 per patient per year. In comparison, using the PNF-listed 2mL
ampule will require 8 ampules for the same infusion concentration and will cost Php
4,099.20 to Php 34,880.00 per patient per year; using the 4mL ampule (PNF-listed) will
require 4 ampules and will cost Php 2,155.60 to Php 22,000.00 per patient per year; and,
lastly, using the 10mL ampule (PNF-listed) will require 2 ampules with wastage of 4mL
and will cost Php 2,020.00 to Php 8,400.00 per patient per year. Details of the costing
analysis can be found in Annex C.

Other considerations

e The use of the norepinephrine 1mg/mL in 8mL ampule formulation may reduce the risk of
handling-related injuries by minimizing the number of preparation steps and ampules
required per dose.

e Considering that use of multiple ampules increases preparation time, the 8mL ampule
can help streamline the preparation of norepinephrine solutions. This may be particularly
beneficial in emergency settings, where rapid medication preparation and administration
are critical.

e Results of the total waste calculation in Annex D show that there is less wastage in terms
of volume and cost with the 1mg/mL in 8mL ampule preparation compared with the
PNF-listed 1mg/mL in 10mL ampule preparation. Furthermore, the use of the 10mL
ampule preparation may also increase the cost of wastage disposal. To dispose of high
alert medications, the excess drug is aspirated in a syringe and thrown in a designated
pharmaceutical waste bin (the needle used will be thrown in a separate sharps bin).
These pharmaceutical waste bins are collected by personnel wearing the proper personal
protective equipment (PPE) and transferred accordingly to the designated area for
collection and proper disposal to an off-site facility.

For the supporting evidence reviewed and discussed by the HTA Council, please refer to the
Annexes. All comments, inputs, and/or appeals on the above preliminary recommendation may
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be submitted until use the prescribed form for appeals indicated in the official HTA Philippines
website [hitps://hta.dost.gov.ph/appeals-2/]. Appeals not following the prescribed format, and
those submitted beyond the deadline shall not be entertained.

Should you have any questions or concerns regarding the preliminary recommendation, please
contact us at hta@dost.gov.ph.

On behalf of the HTA Council:

JACINITO BLAS V. MANTARING Ill, MD, MSc ANNE JULIENNE G.(MARFORI, RPh, MSc
Chairperson, HTA Council Chief Science Research Specialist, DOST-HTAC
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Annex A. Evidence Reviewed

1. General Information on the Proposed Minor Inclusion

GENERIC NAME Norepinephrine (as Tartrate)
BRAND NAME (if any) Noremarc 8
PNF-LISTED HEALTH TECHNOLOGY NOMINATED HEALTH TECHNOLOGY
Current Route of Administration Proposed Route of Administration
Intravenous Intravenous
Current Net Content Proposed Additional Net Content

e 2mL e 8mL

e 4mL

e 10mL

Current Dosage Strength Proposed Dosage Strength
e 1 mg/mL e 1 mg/mL
Current Inmediate Packaging Proposed Immediate Packaging

e 1 mg/mL in 2 mL ampule e 1 mg/mLin 8 mL ampule

e 1 mg/mL in 4 mL ampule

e 1 mg/mLin 10 mL ampule

Any other change that will not result in significant difference in terms of
bioavailability and meaningful clinical outcomes with PNF-listed drug (specify)
N/A N/A
MANUFACTURER HBM Pharma S.R.O
Sklabinska 30, 036 80 Martin, Slovak Republic

DISTRIBUTOR Marcburg Philippines Inc.

Il Application for Minor Inclusion

N/A Inclusion of new dosage strength of medicine listed in PNF
4 Inclusion of new net content of medicine listed in PNF
N/A Inclusion of new immediate packaging
N/A Inclusion of any other change that will not result in a significant
difference in terms of bioavailability and meaningful clinical outcomes with the
PNF-listed drugs (please specify)
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111. Summary

The new dosage form of Remarks/Evidence

Norepinephrine:

1. Has good quality v The applied health technology holds a valid
Certificate of Product Registration (CPR) issued by
the Philippine Food and Drug Administration (FDA),
which assures the public of its quality.

2. Has proven safety based v Safety of the applied health technology is supported
on sound evidence by its valid FDA CPR, which requires submission of
safety documentation.

3. Has proven efficacy for v The applied preparations and the currently
the stated indication PNF-listed preparations only differ in net volume.
based on sound Both the applied drug and the PNF-listed drugs have
evidence the same formulation, route of administration, and

primary packaging Thus, there is no difference in
clinical outcomes.

4. Has favorable v | Cost minimization analysis for the applied health
cost-effectiveness technology shows higher total cost per patient per
analysis year compared with the currently listed PNF

preparations (i.e., Tmg/mL in 2mL ampule, 1 mg/mL
in 4mL ampule, and 1 mg/mL in 10mL ampule). In
contrast, the use of the 1mg/mL in 8mL ampule
preparation offers a generally smaller wastage
volume and total wastage cost.

5. Other considerations v Use of an 8mL ampule may reduce the risk of needle
stick injuries by minimizing the number of
preparation steps and ampules required per dose
compared with the 2mL and 4mL ampules.

Results of the total waste calculation show that there
is less wastage in terms of volume and cost with the
1mg/mL in 8mL ampule preparation compared to the
1mg/mL in 10mL ampule preparation. Use of 10mL
may also increase the cost of wastage disposal.
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Iv.

V.

Philippine National Formulary Listing of Norepinephrine
NOREPINEPHRINE

@ Drug Classification

ATC CODE
CO1CA03

ANATOMICAL

Cardiovascular System

THERAPEUTIC
Cardiac Therapy

PHARMACOLOGICAL

Cardiac Stimulants, Excluding Cardiac Glycosides

& Technical Specifications

® PNF Primary Care @ Reserved AMs
IV INFUSION > 1mg/mL (as Bitartrate)in 2 mL Ampul (IV infusion) (Rx)
IV INFUSION > 1mg/mL (as Bitartrate)in 4 mL Ampul (IV infusion) (Rx)
IV INFUSION > Tmg/mL (as Bitartrate) Concentrate solution for IV infusion in 10 mL Ampul (IV infusion) (Rx)

IV INFUSION > 2 mg/mL (as Bitartrate) Solution for injection in 4 mL Ampul (Rx)

& Dosage

IV INFUSION > 1mg/mL (as Bitartrate) in 2 mL Ampul (1V infusion)(Rx)

NOTE: Norepinephrine dose is stated in terms of its base form. Hypotension or shock: by continuous IV infusion, ADULT, initially 8-12 micrograms/minute, titrate to
desired response (usual maintenance dose, 2-4 micrograms/minute); dosage range varies greatly depending on clinical situation: CHILD, initially 0.05-0.1
micrograms/kg per minute; titrate to desired effect (maximum dose, 2 micrograms/kg per minute) [NOTE: If patient remains hypotensive despite large doses, evaluate
for occult hypovolemia, and provide fluid resuscitation as appropriate.] Post cardiac arrest care: by continuous IV infusion, ADULT, initially 0.1-0.5 micrograms/kg per

minute, titrate to desired response. Sepsis and septic shock: by continuous IV infusion, ADULT, 0.01-3 micrograms/kg per minute, titrate to desired response.

# Administration

1V INFUSION » 1mg/mL (as Bitartrate) in 2 mL Ampul (IV infusion)(Rx)

For IV route, administer as a continuous infusion with the use of an infusion pump. Dilute prior to use, Administer via a central line. Do NOT administer alkaline solutions,
i.e., sodium bicarbonate, through the same IV line as norepinephrine. Inactivation of norepinephrine may occur. EXTRAVASATION MANAGEMENT: Norepinephrine is a
vesicant. Ensure proper needle or catheter placement prior to and during infusion. Infuse into a large vein to prevent extravasation. Avoid infusion into leg veins. If
extravasation occurs, stop infusion immediately and disconnect. Leave cannula or needle in place then gently aspirate extravasated solution. Do NOT flush the line.

Remove needle or cannula and elevate extremity. Initiate phentolamine or alternative antidote. Apply dry warm compresses.

Indications

For cardiogenic or vascular shock, persists after adequate fluid volume replacement; severe hypotension: first-choice vasopressor for the treatment of sepsis and septic
shock in adults

Norepinephrine Product Insert

e Norepinephrine 1mg/mL in 8mL ampule
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Annex B. FDA-Issued Certificate of Product Registration (CPR) of the Nominated Preparation

1. CPR of Norepinephrine 1mg/mL in 8mL ampule
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Annex C. Cost Minimization Analysis

Proposed health

Table 1. SUMMARY OF COST MINIMIZATION ANALYSIS: norepinephrine 1mg/mL in 8mL ampule

Cost Minimization Analysis'

Currently Listed in the PNF

REWENS

technology (HT) norepinephrine in various volumes
Parameter . : References
!'Ilorepme_phrlne 1 mg/mL in 1 mg/mL in 1 mg/mL in
mg/mL in 8mL 2
mL ampule | 4mL ampule | 10mL ampule
ampule
Cost per ampule [REDACTED, Php 68.89 Php 81.72 Php 352.80 | ¢ DPRI median prices.
Confidential (Php 51.24 - (Php 53.89 - | (Php 101.00 - 2025
Drug Price Reference Information] Php 436.00) Php 550.00) Php 420.00) | e Marketing
Index (DPRI) median Authorization Holder
price (MAH) government
(minimum - maximum) list price
Total cost per patient Php 23,760.00 Php 5,511.20 | Php 3,268.80 | Php 7,056.00
per year (using
median DPRI price)
Total cost per patient Php 23,760.00 Php 4,099.20 | Php 2,155.60 | Php 2,020.00
per year (using the to Php to Php to Php
lowest and highest 34,880.00 22,000.00 8,400.00
DPRI prices)?

"No difference between the costing of other medical costs associated with the HT and the comparator
2Please note that median DPRI prices are typically used in the CMA. However, presenting the total cost per patient per year using both the lowest and

highest DPRI prices accounts for price variability in the market and supports sensitivity analysis thus included in the CMA.

The proposed HT has a
significantly higher price
compared to DPRI prices of the
PNF-listed formulations

From highest to lowest total cost
per patient per year: 8mL
ampule > 10mL ampule > 2mL
ampule > 4mL ampule

From highest to lowest total cost
per patient per year based on
the highest DPRI prices: 2mL
ampule > 8mL ampule > 4mL
ampule > 10mL ampule
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Annex D. Wastage Computation

Table 2. Total wastage cost of norepinephrine 1mg/mL in 8mL ampule vs 10mL ampule

Applied Health Technology PNF-listed Health Technology
norepinephrine norepinephrine
1mg/mL in 8mL ampule 1mg/mL in 10mL ampule
Dosing regimen 16mg/250mL 16mg/250mL
Total wastage (mL) 16mL - 16mL = OmL 20mL - 16mL = 4mL
Formula:
Total volume of ampules needed per cycle (mL)
- Treatment regimen per cycle (mL) = Total
wastage per cycle (mL)
% Wastage 0% 20%
(Total wastage per cycle / Total volume of
ampules opened) x 100%
Equivalent cost of wastage based on Php 0.00 Php 141.12
volume
Total number of ampules opened x cost per
ampule x % wastage
Total wastage cost per patient per year Php 0.00 Php 1,411.20
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