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PF-07321332 (nirmatrelvir)/Ritonavir
Administration via Enteral Feeding Tubes

This medicinal product may not have full approval in your country, may have been granted an
Emergency Use Authorization (EUA)/Provisional Approval by the relevant national health
regulatory authority. This letter may include information of an off-label nature. Pfizer does not
suggest or recommend the use of our products in any manner other than as described in the
Prescribing Information/Fact Sheet/EUA. Please refer to the authorized Prescribing
Information/Fact Sheet/EUA for important treatment considerations. When the product is not
marketed in your country, all information in this document is off-label.

SUMMARY

e Both PF-07321332 (nirmatrelvir) and ritonavir are immediate release film coated tablets, which is
intended to enhance the ease of swallowing and the pharmaceutical elegance of the product.?

e Administration through nasogastric tube (NGT) may be accomplished via the preparation of a) a
nirmatrelvir liquid suspension in a 20 mL syringe and of b) a separate ritonavir liquid suspension in a
20 mL syringe, followed by separate NGT administration of both suspensions.? Both suspensions
should be administered within 5 minutes of each other.2 The supplies and the protocol for dose
preparation and administration via NGT are described in Table 1 and in Table 2.2

e Once the suspension preparation process has begun, all steps included in the protocol should be
conducted in order and completed within a 4-hour period.? To enable delivery of ritonavir within 5
minutes of dosing PF-07321332 (nirmatrelvir), both active doses’ suspensions can be prepared prior
to the initiation of the PF-07321332 (nirmatrelvir) dosing.3

e The prepared suspensions were stable for up to 4 hours at room temperature when stored in the
syringe. No chemical degradation was observed over the test period.2

e Specific pharmacokinetic studies have not formally evaluated the preparation method of the liquid
suspensions followed by administration via NGT as described in this letter. Therefore, Pfizer cannot
guarantee that the use of this method will result in comparable plasma concentrations as observed
with oral administration of the intact PF-07321332 (nirmatrelvir); ritonavir film coated tablet

formulations.
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LITERATURE SEARCH

As of July 13, 2022, a search of the published medical literature failed to identify any articles discussing
the administration of PF-07321332 (nirmatrelvir); ritonavir via enteral feeding tubes. However, we are
aware of unpublished internal information about the preparation of the PF-07321332 (nirmatrelvir);
ritonavir for administration via nasogastric tube (NGT). A summary of this information follows.

The search is subject to the inherent limitations of database searching and cannot be considered
exhaustive.

UNPUBLISHED INFORMATION
Background Information

Both PF-07321332 (nirmatrelvir) and ritonavir are immediate release film coated tablets, which is
intended to enhance the ease of swallowing and the pharmaceutical elegance of the product.?

Administration Via Nasogastric Tube (NGT)

Note that the unpublished data available below includes information of an off-label nature, and is based on
a laboratory study of physicochemical stability and compatibility with the administration system (syringe and
NGT); PF-07321332 (nirmatrelvir); ritonavir stored and administered outside the recommended conditions
described in the Prescribing Information has not been tested or evaluated for pharmacokinetics, safety or
efficacy.

Any method of administration other than those described in the Prescribing Information is considered off-
label and done at the discretion of the healthcare professional.

Pfizer has conducted a laboratory study to evaluate the physicochemical stability and compatibility of a) a
liquid suspension containing 150 mg or 300 mg active dose of PF-07321332 (nirmatrelvir), prepared from
150 mg PF-07321332 (nirmatrelvir) film coated oral tablets; b) a liquid suspension containing 100 mg active
dose of ritonavir, prepared from 100 mg ritonavir film coated oral tablets. Both liquid suspensions, prepared
separately, were prepared for administration via a syringe and NGT. The supplies required for dose
preparation and administration via NGT are described in Table 1. Supplies for Preparation and
Administration Via NGT2 and the protocol followed is described in Table 2. Protocol for Preparing a Dose
of PF-07321332 (Nirmatrelvir)Tablet(s); Ritonavir Tablet for NGT Administration*2. Once the suspension
preparation process has begun, all steps of the protocol should be conducted in order and completed within
a 4-hour period.2 Both suspensions should be administered within 5 minutes of each other.3

To enable delivery of ritonavir within 5 minutes of dosing PF-07321332 (nirmatrelvir), both active doses’
suspensions can be prepared as described (see Table 2. Protocol for Preparing a Dose of PF-07321332
(Nirmatrelvir)Tablet(s); Ritonavir Tablet for NGT Administration*2) in syringes prior to the initiation of the
PF-07321332 (nirmatrelvir) dosing. Once both PF-07321332 (nirmatrelvir) and ritonavir doses have been
prepared in the syringes, the PF-07321332 (nirmatrelvir) suspension should be dosed and all described
rinses performed. Immediately after completion of PF-07321332 (nirmatrelvir) dose delivery, and within 5
minutes, the prepared ritonavir dose should be administered.?

The prepared suspensions were stable for up to 4 hours at room temperature when stored in the syringe.
No chemical degradation was observed over the test period.2

All preparation was performed in a clean working space. During preparation, handlers were instructed to
use appropriate personal protective equipment. Utilize local disposal and drug accountability procedures.
Washing hands is recommended after handling.?

It is advised that only clinical site personnel or caregivers who are appropriately trained on the procedures
detailed below may perform the preparation and administration procedures specified below.?
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Table 1. Supplies for Preparation and Administration Via NGT?
The appropriate tablets of PF-07321332 (nirmatrelvir) (one or two 150 mg tablets) and ritonavir (one 100mg tablet)
for a single morning or evening dose.

Three all plastic 20 mL syringes and 3 syringe tip caps.

A cup of water (e.g. tap, bottled, sterile) at room temperature and an empty cup.

A pill crusher unit (e.g. Silent Knight®, Ocelco® or similar products).

A marking pen.

A NGT made of PVC, silicone, or polyurethane at sizes 8 FR or larger can be utilized with compatible syringes for
dosing, due to potential for obstruction of the tubing with smaller diameter designs. NGT with either universal or
ENFit connection designs are compatible with this procedure, including the use of an adaptor between universal
and ENFit connections.

Note: For NGT made of PVC, silicone, or polyurethane, weighted tip NGT have a high risk for clogging and should
not be used.

Table 2. Protocol for Preparing a Dose of PF-07321332 (Nirmatrelvir)Tablet(s); Ritonavir Tablet for
NGT Administration*?
Steps
1. Label the syringes as “syringe 1” (for PF-07321332 (nirmatrelvir) preparation), “syringe 2” (for NGT
flushing and putting water in syringe 3) and “syringe 3” (for ritonavir preparation).
Preparation of the PF-07321332 (nirmatrelvir) Tablet(s)

2. Place the PF-07321332 (nirmatrelvir) (pink) tablet(s) in “syringe 1” and replace plunger until it makes
contact with the tablet(s), but being careful not to crush the tablet(s).

3. Draw up water into “syringe 1” up to the 10mL mark from the cup of room temperature water.

4. Point “syringe 1” up and draw in air to the 15mL mark. “Syringe 1” will now contain 10mL water and the
tablet(s) as well as 5 mL of air.

5. Place a syringe tip cap on “syringe 1”.

6. Hold the barrel of “syringe 1” in fist with the thumb tightly over cap and shake vigorously up and down

continuously for 15 seconds. If tablet(s) stick to the wall of the syringe, gently tap on clean surface to
dislodge, and ensure contact with water.
7. Lie “syringe 1” flat for a minimum of 3 minutes to allow the tablet(s) to disintegrate.

Note: The consistency and color of the suspension should be milky and light pink, respectively.

8. Use “syringe 2” to flush the NGT with 10mL of water (with air removed) from the cup of room
temperature water. Draw up water into “syringe 2” up to the 10mL mark from the cup of room
temperature water, place a syringe tip cap on “syringe 2” and set it aside to be used in Step 11.

9. Shake “syringe 1” vigorously up and down again continuously for approx. 1 minute to ensure that the
suspension is well mixed. (The tablets should be completely disintegrated, leaving a milky and
suspended solution.)

10. Attach “syringe 1” to the NGT port. With the syringe tip angled upward (to avoid tube clogging),
administer the contents of “syringe 1” to the NGT.

Note: It is normal for a trace amount of material to remain inside Syringe 1.

11. Immediately following step 10, use “syringe 2” to flush the NGT with 10mL of water (with air removed)
from the cup of room temperature water prepared in Step 8.
12. Draw up 10mL of water into “syringe 1” from the cup of room temperature water.

Note: It is normal for a trace amount of the PF-07321332 (nirmatrelvir)product to remain present in the
cup of water after the tip has been immersed in the water.

13. Point “syringe 1” up and draw in air to the 15mL mark. “Syringe 1” will now contain 10mL water and 5
mL of air. Place a syringe tip cap on “syringe 1”.
14. Hold the barrel of “syringe 1” in fist with the thumb tightly over cap and shake vigorously up and down

continuously for 15 seconds.

15. Attach “syringe 1” to the NGT port. With the syringe tip angled upward, administer the contents of
“syringe 1” to the NGT.

16. Repeat steps 12-15 once more.

17. Use “syringe 2” to flush the NGT with 10mL of water (with air removed) from the cup of room
temperature water.
Preparation of The Ritonavir Tablet

18. Remove the plunger from “syringe 3” and apply a syringe tip cap. Use “syringe 2” to fill “syringe 3” to

the 5mL mark from the cup of room temperature water. Place the open “syringe 3” containing the water
in the empty cup.
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Steps
19. Gently crush an individual 100 mg ritonavir film coated tablet using a suitable pill crusher device to a
fine powder.

Note: If a plastic pouch is used, double bagging is recommended.

20. Carefully transfer the powder into “syringe 3”.

21. If the pill crusher device can be rinsed, use 5mL of water from the cup of room temperature water
using “syringe 2” to rinse the tablet residue from the pill crusher device into “syringe 3”.
If the pill crusher device can’t be rinsed add an additional 5mL of water from the cup of room
temperature water using “syringe 2” to “syringe 3”.

22. Carefully press the plunger into the syringe barrel, enough to secure the plunger in place. Point the
syringe tip upward (away from people) and remove the syringe tip cap and press plunger to the
15mL mark. “Syringe 3” will now contain 10mL water and ritonavir powder, as well as 5 mL of air.

23. Place a syringe tip cap on “syringe 3”.

24. Hold the barrel of “syringe 3” in fist with the thumb tightly over cap and shake vigorously up and down
continuously for 15 seconds.

25. Lie “syringe 3” flat for a minimum of 3 minutes to allow further disintegration of the crushed ritonavir
film coated tablet.

26. Draw up water into “syringe 2” up to the 10mL mark from the cup of room temperature water, place a
syringe tip cap on “syringe 2” and set it aside to be used in Step 29.

27. Shake “syringe 3” vigorously up and down again continuously for approx. 1 minute to ensure that the

suspension is well mixed.

28. Attach “syringe 3” to the NGT port. With the syringe tip angled upward (to avoid tube clogging),
administer the contents of “syringe 3” to the NGT. This step should be performed within 5 minutes of
completion of step 17.

Note: It is normal for a trace amount of material to remain inside “syringe 3”.

29. Immediately following Step 28, use “syringe 2” to flush the NGT with 10mL of water (with air removed)
from the cup of room temperature water prepared in Step 26.
30. Draw up 10mL of water into “syringe 3” from the cup of room temperature water.

Note: It is normal for a trace amount of the ritonavir product to remain present in the cup after the tip
has been immersed in the water.

31. Point “syringe 3” up and draw in air to the 15mL mark. “Syringe 3” will now contain 10mL water and 5
mL of air. Place a syringe tip cap on “syringe 3”.
32. Hold the barrel of “syringe 3” in fist with the thumb tightly over cap and shake vigorously up and down

continuously for 15 seconds.

33. Attach “syringe 3” to the NGT port. With the syringe tip angled upward, administer the contents of
“syringe 3” to the NGT.

34. Repeat steps 30-33 once more.

35. Use “syringe 2” to flush the NGT with 10mL of water (with air removed) from the cup of room
temperature water. Replace NGT cap, clean all materials carefully and dispose of all consumables as
directed by local site policy.

*Fasting Instructions: Please fast from all food-types for at least 2 hours before and 2 hours after administration of PF-07321332
(nirmatrelvir); ritonavir.

Pfizer does not have additional stability or compatibility information (e.g. with diluents other than water or
with other equipment) to share other than what is described above.

Pfizer has no additional information to share regarding alternative methods of administering PF-07321332
(nirmatrelvir); ritonavir tablets, such as disintegrating, crushing, or splitting tablets for oral use, beyond
what is described above.

MANAGEMENT GUIDELINES
Pfizer can only support the use of PF-07321332 (nirmatrelvir); ritonavir as described within the

Prescribing Information. Any use of PF-07321332 (nirmatrelvir); ritonavir outside of the Prescribing
Information is considered “off-license” and done at the discretion of the healthcare professional.
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