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PATIENT INFORMATION

Patient Name: DOB:

Address:

Allergies:

Phone: Email:

PRESCRIBER INFORMATION

Prescriber’s Name:

Address:
Office #: Fax #:
NPI #: DEA #:

SEMAGLUTIDE 1MG/1ML IN SUBMAGNA™ HMW SUBLINGUAL SUSPENSION

O INITIAL DOSE:
Week 1: Place 0.25ml (0.25mg) under the tongue once daily.
Week 2: Increase the dose to 0.5ml (0.5mg) under the tongue once daily.
If required, titrate the dose to a maximum of 1ml (1mg) once daily.

O MAINTENANCE DOSE:
Place 0.5ml (0.5mg) under the tongue once daily.

| INCREASED DOSE:
Place 1mg (1mg) under the tongue once daily.

O OTHER DOSE:

MUST PLACE UNDER THE TONGUE FOR 90 SECONDS AND THEN SWALLOW
DO NOT EAT OR DRINK FOR 30 MINUTES

Refills: 05 04 O3 02 0O1 0OZero Quantity: 0O15ml 0O30ml

Prescriber Signature: Written Date:

The FDA does not review any compounded medication from any pharmacy for safety or efficacy. RYBELSUS® is a registered trademark of Novo
Nordisk A/S. The formulas and/or statements listed are provided for educational purposes only. Compounded formulations have not been evaluated
by the Food and Drug Administration. Formulas and/or material listed are not to be interpreted as a promise, guarantee, or claim of therapeutic
efficacy or safety. The information contained herein is not intended to replace or substitute for conventional medical care or encourage its
abandonment. Every patient is unique, and formulas should be adjusted to meet their individual needs.
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COMPOUNDED SEMAGLUTIDE SUBLINGUAL SUSPENSION

Semaglutide Sublingual suspension is a compounded suspension of Semaglutide designed to be administered under the
tongue (sublingually). This innovative formulation leverages Rybelsus® tablet content and a specialized base (SUBMAGNA
HMW) meticulously crafted to carry high molecular weight substances like Semaglutide through the oral mucosal
membrane.

How Semaglutide Sublingual is Different?

Advanced Formulation Design: Our formulation boasts a unique compounding base with permeation-enhancing and
mucoadhesive properties.

Enhanced Bioavailability: By bypassing the gastrointestinal tract, Sublingual Semaglutide offers improved bioavailability
compared to traditional oral medications.

Rapid Onset of Action: The sublingual route allows for rapid absorption of Semaglutide, leading to a quicker onset of
therapeutic effects. Patients may experience relief sooner, improving treatment outcomes.

Minimized Gastrointestinal Side Effects: Sublingual administration may reduce the incidence of gastrointestinal side effects
commonly associated with oral Semaglutide formulations. Avoiding the digestive system diminishes the likelihood of such
adverse reactions.

Benefits of Sublingual Semaglutide:

Enhanced Patient Experience: With its sublingual administration and potential for reduced side effects, Sublingual
Semaglutide offers patients a more comfortable and tolerable treatment experience.

Optimized Treatment Outcomes: The enhanced bioavailability and rapid onset of action of Sublingual Semaglutide
contribute to more effective and predictable treatment outcomes.

Potential Therapeutic Advancements: As research progresses, Sublingual Semaglutide holds promise for revolutionizing the
treatment landscape for conditions requiring Semaglutide therapy.

For Healthcare Providers:

Tailoring Sublingual Semaglutide dosing is straightforward. Adjustments can be made by simply increasing or decreasing the
volume administered under the tongue. Considering Semaglutide half-life of approximately 7 days, reaching steady-state
concentrations typically takes 4-5 weeks.

For Patients:

Your healthcare provider may recommend a titration process to ease into it, starting with a smaller dose and gradually
increasing. Remember, it can take up to 4-5 weeks to reach maximum medication levels after a dose increase. Semaglutide
comes in a amber bottle with a 1ml dropper for easy under-the-tongue administration. Store at room temperature, shake
before use and apply under your tongue for at least 90 seconds (ideally 5 minutes). Avoid eating or drinking for 30 minutes
afterward. Stay in touch with your provider for guidance.

How to Obtain (or Prescribe) Sublingual Semaglutide?

Faxed Prescriptions: Simply fax your prescription to 201-444-2698.

Phone Prescriptions: Call in your prescription to 201-444-4190.

E-Prescriptions: Electronically prescribe to Rock Ridge Pharmacy. Select Rybelsus® 14mg tabs and enter
“Semaglutide 1mg/ml” in the sig field, along with dosing instructions. Typical quantity is 15ml or 30ml.




PCCA SubMagna™ SL HMW

TECHNICAL REPORT

Evaluation of the Absorption of a Sublingual Semaglutide Compounded Formulation
(SubMagna™ SL HMW) using the EpiGingival™ and EpiOral™ In Vitro Tissue Models

SUMMARY: GLP-1 agonists have been increasingly utilized in the treatment of type 2 diabetes and obesity. The
semaglutide commercial oral tablets have extremely low absorption and an alternative sublingual compounded
formulation is proposed: semaglutide in SubMagna SL HMW. The in vitro tissue models suggest that SubMagna
SL HMW is able to deliver the peptide into and through human gingival and oral tissues.

Introduction:

There is a growing demand worldwide for glucagon-
like peptide (GLP)-1 agonists, a class of medications
utilized in the treatment of type 2 diabetes and obesity.
Semaglutide, the active ingredient in the injectable
medications Ozempic® and Wegovy® (Figure 1), is the
most popular GLP-1 agonist and there are often
shortages in the marketplace [1].

Many patients would prefer to avoid injections if
possible, and there is an extremely low absorption of
the oral tablets (less than 1% per the labeling for
Rybelsus®). For these reasons, prescribers and
patients may prefer a patent-pending compounded
formulation of semaglutide for sublingual administration
comprising Rybelsus tablets and SubMagna SL HMW
[2]. SubMagna is an anhydrous, self-emulsifying drug
delivery system intentionally developed to carry drugs
of high molecular weight (HMW) in a sublingual route of
administration. This innovative compounding base also
benefits from mucoadhesive properties which increase
the contact time of the drug in the sublingual space [3].

The purpose of this study was not to determine the
appropriate sublingual dose of semaglutide but,

instead, to evaluate the ability of the SubMagna to
deliver the peptide into and through human gingival and
oral tissues. This analysis is not a substitute for in vivo
pharmacokinetic studies.

Figure 1. Self-
administration
of semaglutide

illustration ID:
2403927641

(adapted from
Caroline Ruda
/Shutterstock.

. com).

injection; stock

Methodology:

The EpiGingival and EpiOral tissues, manufactured
by MatTek (Ashland, MA), were the models used to
evaluate in vitro the absorption of the sublingual
compounded formulation semaglutide 3 mg/mL in
SubMagna SL HMW. Six tissues of each were incubated
overnight at 37° C and 5% CO: for equilibration. The
assay medium (Teer-Buffer-GLC buffer) was pre-
warmed to 37° C and pipetted into 6-well plates. The
tissues were transferred into the plates together with the
assay medium. The semaglutide compounded
formulation was then applied and, following 15 min of
elapsed permeation time, the receptor media was
collected for analysis. This procedure was repeated for
30 min of total elapsed permeation time.

The quantification of semaglutide was performed
using the ELISA analysis, kit purchased from OriGene
(Rockyville, MD). The standards and test samples were
loaded into the wells of the immunoplate. The antiserum
was added, and the plate was incubated at room
temperature for 1 hr. Following incubation, the
rehydrated Bt-tracer was placed on each well and
incubated for 2 hrs. After washing, Streptavidin-HRP
was added to the plate and the color was then
generated with TMB chromogenic solution. Absorbance
was read at 450 nm following termination of enzymatic
reaction, and the permeation flux of semaglutide was
calculated.

Figure 2.

. lllustration of
the

1 EpiGingival™
| tissue model
(adapted from
MatTek).
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TECHNICAL REPORT

Evaluation of the Absorption of a Sublingual Semaglutide Compounded Formulation
(SubMagna™ SL HMW) using the EpiGingival™ and EpiOral™ In Vitro Tissue Models

Results and Discussion:

MatTek’s EpiGingival and EpiOral tissues consist of
normal, human-derived oral epithelial cells which have
been cultured to form multilayered, highly differentiated
models of the human gingival and oral phenotypes.
These tissue models exhibit in vivo-like morphological
and growth characteristics, which are uniform and
highly reproducible. As such, these models are
commonly used for in vitro testing of transbuccal
delivery of drugs [4-7]. In this study, the absorption of
semaglutide into and through the EpiGingival and
EpiOral tissues was detected as early as 15 minutes
post-application of the sublingual compounded
formulation. The permeation flux of the sublingual
semaglutide is shown in Figure 3 for the gingival tissues
and in Figure 4 for the oral tissues.

Permeation Flux of Sublingual Semaglutide
(SubMagna HMW) (EpiGingival)
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Figure 3. Permeation flux of the sublingual semaglutide
compounded formulation over time for 30 minutes.
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Figure 4. Permeation flux of the sublingual semaglutide
compounded formulation over time for 30 minutes.

Conclusions:

The buccal mucosa is an attractive site to administer
drugs, for either local or systemic delivery, because of
its diminutive barrier properties, relatively neutral pH
and limited enzymatic activity. Underneath the
epithelium there is the mucosal tissue which includes
blood and lymphatic vessels. When in the buccal
region, drugs can be rapidly and directly absorbed into
the systemic circulation by means of a venous drainage
to the superior vena cava [8].

Considering that the semaglutide commercial oral
tablets have extremely low absorption, the sublingual
route of administration is a potentially interesting
alternative. This in vitro study demonstrates that
SubMagna SL HMW is able to deliver the peptide into
and through human gingival and oral tissues.
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TECHNICAL REPORT

Evaluation of SubMagna™ SL HMW Liposomal Formation
Using Fluorescence Microscopy

SUMMARY: Green fluorescent protein (GFP) was used in this study to mimic the peptide semaglutide. When
GFP is incorporated in SugMagna and the formulation is exposed to water, there is spontaneous formation
of liposomes which is a favorable attribute for the delivery of medications.

Introduction:

Green fluorescent protein (GFP) is a protein that
exhibits bright green fluorescence when exposed to
blue light. It is commonly used in scientific research as
a marker to visualize proteins.

Liposomes are lipid vesicles that can encapsulate
drugs or other molecules, making them useful in drug
delivery and research. When observing liposomal
formation, GFP may incorporate into the liposomal
membrane and/or encapsulate within the liposome.
Using fluorescence microscopy, GFP is a valuable tool
to track the localization and distribution of liposomes.

Methodology:

GFP (Abcam, Boston, MA) was used in this study to
represent the peptide semaglutide. GFP was mixed
with  SubMagna™ SL HMW to make a final
concentration of 0.1 mg/mL. The mixture was added to
water to make a 1:1 dilution with gentle mixing to mimic
administration and contact of the formulation with
saliva. The distribution of GFP in SubMagna was
observed under microscopy using blue light or white
light at 40x magnification.

N\

Results and Discussion:

When SubMagna is exposed to water, there is
spontaneous formation of vesicles (liposomes), as
displayed in Figure 1.

The white light evaluation shows the GFP inside the
liposomes, but it is not evident because the images are
colorless. On the other hand, the blue light evaluation
shows clearly the fluorescent protein encapsulated
inside liposomes and distributed on the membranes.

The spontaneous liposomal formation of SubMagna
when in contact with water is a favorable attribute for
the delivery of medications. It avoids the instability issue
often associated with liposomes. Moreover, liposomes
contain lipid bilayers composed of phospholipids and
cholesterols, mimicking the structure of cell
membranes. Thus, liposomes can fuse with cell
membranes to release the drug instead of relying on
endocytosis. This mechanism ensures rapid drug
delivery, independent of drug molecular size, and
reduces risk of drug degradation.

Figure 1. Fluorescence microscopy: GFP 0.1 mg/mL in SubMagna using blue light (left) and white light (right),
at 40x magnification; white arrows highlight selected liposomes.
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