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Other Names e Plasminogen, human-tvmh

Description e RYPLAZIM is a Glu-plasminogen (>95% purity) which is the native circulating form
of plasminogen in the blood. RYPLZIM is a sterile, white to off-white, lyophilized
preparation of purified, plasma-derived plasminogen (human) to be reconstituted
and administered by intravenous route.

Special Approvals/ ¢ Qualified transfusionists may administer RYPLAZIM® (plasminogen, human-tvmh)

Authorizations

on the written order of the attending physician or designate.

Patients accustomed to self-administrating plasminogen may continue to do so
with the written order of a Hematologist or designate.

ABO compatibly/valid type and screen is not required.

Classification e Human plasminogen derived from plasma
¢ Blood product/plasma protein product (PPP)
Indications ¢ RYPLAZIM® (plasminogen, human-tvmh) is plasma-derived human plasminogen

indicated for the treatment of patients with plasminogen deficiency type 1
(hypoplasminogenemia).

SPECIAL POPULATIONS:

Pregnancy: There are no clinical trials of RYPLAZIM use in pregnant women. No
animal reproductive and developmental toxicity studies have been conducted with
RYPLAZIM to assess whether it can cause fetal harm when administered to a
pregnant woman. In the United States, the background risk of major birth defects is
about 3%, and miscarriage occurs in up to 20% of clinically-recognized
pregnancies.

Lactation: Endogenous plasminogen is excreted in human milk; however, there is
no information available on the presence of RYPLAZIM in human milk, the effects
on the breastfed infant, or the effects on milk production. The developmental and
health benefits of breastfeeding should be considered along with the mother’s
clinical need for RYPLAZIM and any potential adverse effects on the breastfed
infant from RYPLAZIM or from the underlying maternal condition.

Pediatric: Use The safety and efficacy of RYPLAZIM has been established in
pediatric patients. Use of RYPLAZIM is supported by the two clinical trials, and
expanded access and compassionate use programs that included 18 pediatric
patients age 11 months to 17 years [see package insert for Clinical Studies (14),
and Adverse Reactions (6)].

Geriatric: The safety and effectiveness of RYPLAZIM have not been established
in geriatric patients. Clinical studies of RYPLAZIM for this indication did not include
patients age 65 years and over. In general, dose selection for an elderly patient
should be cautious, usually starting at the low end of the dosing range, reflecting
the greater frequency of decreased hepatic, renal, or cardiac function, and of
concomitant disease or other drug therapy.
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Contraindications

RYPLAZIM is contraindicated in patients with known hypersensitivity to
plasminogen or other components of RYPLAZIM

WARNINGS:

e Bleeding: RYPLAZIM administration may lead to bleeding at lesion sites or
worsen active bleeding. Discontinue RYPLAZIM if serious bleeding occurs.
Monitor patients during and for 4 hours after infusion when administering
RYPLAZIM to patients with bleeding diatheses and patients taking
anticoagulants, antiplatelet drugs, and other agents which may interfere with
normal coagulation.

e Tissue Sloughing: Respiratory distress due to tissue sloughing may occur in
patients with mucosal lesions in the tracheobronchial tree following RYPLAZIM
administration. Please monitor appropriately.

e Transmission of Infectious Agents: RYPLAZIM is made from human blood and
therefore carries a risk of transmitting infectious agents, e.g., viruses, the
variant Creutzfeldt-Jakob disease (vCJD) agent, and theoretically, the
Creutzfeldt-Jakob Disease (CJD) agent.

e Hypersensitivity Reactions: Hypersensitivity reactions, including anaphylaxis,
may occur with RYPLAZIM. If symptoms occur, discontinue RYPLAZIM and
administer appropriate treatment.

¢ Neutralizing Antibodies: Neutralizing antibodies (inhibitors) may develop,
although were not observed in clinical trials. If clinical efficacy is not maintained
(e.g., development of new or recurrent lesions), then determine plasminogen
activity levels in plasma.

e Laboratory Abnormalities: Patients receiving RYPLAZIM may have elevated
blood levels of D-dimer. D-dimer levels will lack interpretability in patients being
screened for venous thromboembolism

Supplied e Supplied by CBS
e Contact local blood bank regarding stock availability on site
e Supplied as a single-dose 50 mL vial containing 68.8 mg of plasminogen as a
lyophilized powder for reconstitution with 12.5 mL of sterile water for injection. After
reconstitution, each vial will contain 5.5 mg/mL of plasminogen in a colorless and
clear to slightly opalescent solution.
Dosage Determination of Dose:

o The recommended dosage of RYPLAZIM is 6.6 mg/kg body weight
administered intravenously every 2 to 4 days (Q2D to Q4D).

e Calculate the total infusion volume of RYPLAZIM using Formula (1), which is
based on a final plasminogen concentration of 5.5 mg/mL.

¢ Administer the exact infusion volume determined using Formula (1) to the
patient.

Formula (1): Infusion volume (mL) = body weight (kg) x 1.2

May require more than one reconstituted vial of RYPLAZIM to obtain the infusion
volume calculated using Formula (1). Round up the estimated number of vials using
Formula (2).

Formula (2): Number of vials = Infusion volume (mL) x 0.08
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Determination of Dosing Frequency:

1. Obtain a baseline plasminogen activity level. If the patient is receiving
plasminogen supplementation with fresh frozen plasma, allow for a 7-day
washout period before obtaining baseline plasminogen activity level.

2. Initiate RYPLAZIM dosing at a frequency of every three days (Q3D).

3. Obtain a trough plasminogen activity level approximately 72 hours following the
initial dose of RYPLAZIM and prior to the second dose (same time of day as
initial dosing)

a) If the plasminogen activity level is < 10%* above the baseline plasminogen
level, change dosing frequency to Q2D;

b) If the plasminogen activity level is = 10 and < 20%* above baseline,
maintain dosing frequency at Q3D;

c) If the plasminogen activity level is > 20%* above baseline, change dosing
frequency to Q4D.

4. Maintain dosing frequency as determined above for 12 weeks while treating
active lesions
a) If lesions do not resolve by 12 weeks, or there are new or recurrent

lesions, increase dosing frequency in one-day increments every 4-8
weeks up to Q2D dosing while reassessing clinical improvement until
lesion resolution or until the lesions stabilize without further worsening.
If desired clinical change does not occur by 12 weeks, check trough
plasminogen activity level.

i. Ifthe trough plasminogen activity level is = 10%* above the
baseline trough level, consider other treatment options, such as
surgical removal of the lesion in addition to plasminogen
treatment.

ii. Ifthe trough plasminogen activity level is < 10%* above the
baseline trough level, obtain a second trough plasminogen
activity level to confirm. If low plasminogen activity level is
confirmed in combination with no clinical efficacy, consider
discontinuing plasminogen treatment due to the possibility of
neutralizing antibodies

b) If lesions resolve by 12 weeks, continue at same dosing frequency and
monitor for new or recurrent lesions every 12 weeks.

* Absolute change in plasminogen activity (%)

Reconstitution/Stability

e RYPLAZIM is supplied as a single-dose 50 mL vial containing 68.8 mg of
plasminogen as a lyophilized powder for reconstitution with 12.5 mL of sterile water
for injection. After reconstitution, each vial will contain 5.5 mg/mL of plasminogen
in a colorless and clear to slightly opalescent solution.

e Prepare RYPLAZIM within 3 hours of administration.
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Gather the following additional supplies before performing reconstitution and
administration:
e One 20-mL syringe per vial of RYPLAZIM for product reconstitution

o 18- to 22-gauge needles for reconstitution and administration

o Sterile Water for Injection, USP (SWFI) (10-mL, 20-mL or 50-mL vials)

¢ One syringe disc filter per infusion (Baxter Supor® 5micron Syringe Filter or
equivalent)

¢ One (or more) administration syringe(s) (20-mL, 30-mL or 60-mL)

e Alcohol wipes

¢ Antiseptic surface wipes

e Medical tape

o Butterfly needle or sterile infusion set

e 10 mL normal saline

o Sterile gauze pad

e Bandage

Reconstitution of RYPLAZIM

e Determine the number of RYPLAZIM vials needed using Formula (2)

e Check the expiration date of each vial of RYPLAZIM. Discard any expired vials.
¢ Allow RYPLAZIM vials to equilibrate to room temperature before reconstitution (at

least 15 minutes if stored at 5 °C).

¢ Do not refrigerate after reconstitution.

e Work on a clean surface and wash hands before performing the following
procedures.

1. Remove the caps from the RYPLAZIM vials and Sterile Water for Injection,
USP (SWFI) vials to expose the central portion of the rubber stoppers.

2. Sterilize the surface of the rubber stoppers with alcohol wipes and allow to

dry. Do not blow on it.

3. Using a 20-mL sterile syringe with a sterile 18- to 22-gauge needle,
withdraw 12.5 mL of SWFI for each vial of RYPLAZIM.

Note: If using 10-mL vials of SWFI, each vial of RYPLAZIM requires two 10-mL vials of
SWEFI. Withdraw 9.0 mL of SWFI from the first 10-mL vial. Discard the first needle,
attach a new 18- to 22-gauge sterile needle and withdraw 3.5 mL SWFI from the
second 10-mL vial to equal 12.5 mL. Discard the used SWFI vials. Repeat this process
for each vial of RYPLAZIM that needs to be reconstituted. If using a 20-mL or 50-mL
vial of SWFI, each vial of RYPLAZIM requires only one vial of SWFI for reconstitution.

Discard the used SWFI vials.

4. Using the same needle and syringe gently and slowly add the 12.5 mL of
SWEFI to the RYPLAZIM vial, directing the syringe down toward the side of
the RYPLAZIM vial to prevent foaming. This should resemble a stream

along the side of the vial. Discard the used syringe and needle(s).

5. Gently swirl the vial by rotating it slowly to ensure that the lyophilized
powder dissolves fully. Do not shake the vial. RYPLAZIM should fully

dissolve within 10 minutes. Discard the vial if RYPLAZIM is not fully
dissolved after 10 minutes.
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6. Observe the reconstituted vials; the solution should be colorless and clear
to slightly opalescent. Discard the vial if discoloration or particulate matter
are observed.

7. Repeat Steps 1 to 6 above to reconstitute each additional vial of
RYPLAZIM.

Preparation of RYPLAZIM for Administration
Select an administration syringe of appropriate volume based on the infusion volume
calculated using Formula (1).

Note: A 30-mL syringe can hold up to 2 vials of reconstituted RYPLAZIM and a 60-mL
syringe can hold up to 4 vials of reconstituted RYPLAZIM.

Using the selected administration syringe(s) with 18- to 22-gauge needle(s), slowly
withdraw the reconstituted RYPLAZIM from each vial to administer the exact infusion
volume calculated using Formula (1).

Do not mix RYPLAZIM with other medications.
Stability:

e Once reconstituted, RYPLAZIM must be administered within 3 hours.
¢ Do not refrigerate after reconstitution.

Storage

e Store RYPLAZIM vials in the refrigerator or at room temperature (2°C to 25°C). Do
not freeze.
Store the other supplies at room temperature (20°C to 25°C).

o After the RYPLAZIM vials are opened and mixed with Sterile Water for Injection,
they must be used within 3 hours.

o Keep the RYPLAZIM vials in the original package before using. Do not use
RYPLAZIM or SWFI after the expiration date on the vials.

Compatibilities/
Incompatibilities

o RyPLAZIM is compatible with sterile water and normal saline.
e Do not mix RYPLAZIM with other medications.

Pre-Administration

e Confirm consent has been obtained and documented prior to requesting product
from the blood bank.
¢ Anindependent 2-person check is required.

o ABO compatibility/valid Type and Screen is NOT required.

Refer to Manitoba Transfusion Best Practice Resource: Guideline 3 - Patient
Identification in Blood, Blood Component, and/or Plasma Protein Products

Administration,
Method

For intravenous use only through a syringe disc filter.
Follow the steps below for infusion:

1. One filter is needed per infusion.

2. Only administer RYPLAZIM by infusing it into a vein through a syringe disc
filter.
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10.

11.

Inspect the solution in the syringe. Do not use if discoloration or particulate
matter are observed.

Administer RYPLAZIM by a separate infusion line. Do not administer
RYPLAZIM with other medications.

Draw 10 mL of normal saline into a different syringe. Push the plunger down to
remove any air bubbles

. Attach a syringe disc filter to the pre-filled syringe of normal saline (from

previous step) and the infusion tubing with the butterfly needle.

-

I I

Inject the normal saline through the syringe disc filter and butterfly needle
tubing to remove any air bubbles.

Remove the normal saline syringe. The syringe disc filter must remain attached

to the tubing, as it is required for administration of the RYPLAZIM. Discard the
normal saline syringe.

Attach the administration syringe containing RYPLAZIM to the syringe disc filter
that is connected to the butterfly needle tubing.

Choose a peripheral vein (e.g., antecubital or dorsum of hand). Clean the
injection site with a sterile alcohol wipe and allow to dry. Do not blow on it.

Insert the butterfly infusion set needle in the peripheral vein, and tape in place.

Page 6 of 8




)

=

7

Shared health
Soinscommuns

Manitoba

Document # 160-65-42
RYPLAZIM® (plasminogen, human-tvmh)

Version # 01

12. Infuse the total dose of RYPLAZIM slowly over 10-30 minutes

(approximately 5 mL/min). Using a timer (e.g., watch or clock), push the
plunger of the syringe approximately 1 mL every 12 seconds.

13.Discard any open vials, unused solution, and administration equipment
following administration.

Monitoring

Refer to Manitoba Transfusion Best Practice Resource Manual Guideline 5 —
Monitoring of Patients Receiving Transfusion

Vital signs should be monitored pre-administration, on completion of dose and
as patient condition requires.

Outpatients: post transfusion monitoring is at the discretion of the person
administering the infusion. Instructions of identification of a reaction must be
provided to the patient.

Note: Initial dose requires additional monitoring

Prescribing physician or designate must be available to attend the patient care
area during the first dose RYPLAZIM infusion in the event of anaphylactic
reaction.

The patient must be monitored for a minimum of 4 hours following the
administration of the first dose. Extend observation time as needed based on
the patient’s clinical status.

Tissue sloughing at mucosal sites may occur after initiation of treatment with
RYPLAZIM as plasminogen activity levels are restored to physiological levels
and fibrinolysis occurs. Lesions in the respiratory, gastrointestinal and
genitourinary systems may slough following treatment resulting in bleeding or
organ obstruction. Patients with tracheobronchial lesions may develop airway
obstruction or hemoptysis. Closely monitor patients with either confirmed or
suspected airway disease as manifested by cough, wheezing, shortness of
breath, or changes in speech (dysphonia). Initiate the treatment with
RYPLAZIM in an appropriate clinical setting with personnel trained in airway

Page 7 of 8



https://healthproviders.sharedhealthmb.ca/services/diagnostic-services/transfusion-manitoba/resources-and-tools/best-practice-resource-manual/
https://healthproviders.sharedhealthmb.ca/services/diagnostic-services/transfusion-manitoba/resources-and-tools/best-practice-resource-manual/

)

Shared health

. Soinscommuns
Manitoba

7

Document # 160-65-42
RYPLAZIM® (plasminogen, human-tvmh)

Version # 01

management and readily-available respiratory support equipment. Monitor at-
risk patients in such a setting for a minimum of 4 hours after receiving their first
dose of RYPLAZIM

Prior to initiation of treatment with RYPLAZIM, confirm healing of lesions or
wounds suspected as a source of a recent bleeding event. RYPLAZIM may
prolong or worsen bleeding in patients with bleeding diatheses or in patients
taking anticoagulants and/or antiplatelet drugs and other agents which may
interfere with normal coagulation. Monitor patients during and for 4 hours after
infusion when administering RYPLAZIM to patients with bleeding diatheses and
patients taking anticoagulants, antiplatelet drugs, or other agents which may
interfere with normal coagulation. If a patient develops uncontrolled bleeding
(defined as any gastrointestinal bleeding or bleeding from any other site that
persists longer than 30 minutes), seek emergency care and discontinue
RYPLAZIM immediately.

Adverse Events Refer to Manitoba Transfusion Best Practice Resource Guideline 7 - Transfusion

Reaction-ldentification, Management and Reporting

The most frequent (incidence = 10%) adverse reactions were abdominal pain,
bloating, nausea, fatigue, extremity pain, hemorrhage, constipation, dry mouth,
headache, dizziness, arthralgia, and back pain.

Additional Notes None

Resources

Manitoba Transfusion Best Practice Resource Manual

Full Prescribing Information — RYPLAZIM® (plasminogen, human-tvmh)
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