Please join us for a 1 hour RACE-Approved webinar

cSTELFO NTA

(tigilanol tiglate injection)

STELFONTA (tigilanol tiglate injection): Practical aspects,
Case reports and Tips from veterinarians who are using it

Join our Virbac veterinarians and Jerrod Johnson, DVM, DABVP, Elite FFCP, CCAPM, as they review the practical
aspects of STELFONTA®, case reports, tips for success and the reason it's the option pet owners prefer'.

Monday, 7:00p.m.ET | 6:00 p.m.CT
July 22 5:00 p.m.MT | 4:00 p.m.PT
Wednesday, 9:00 p.m.ET | 8:00p.m.CT
August 7 7:00 p.m.MT | 6:00 p.m.PT
Wednesday, 8:00 p.m.ET | 7:00p.m.CT
September 18 600 pm MT | 500 pm PT vet-us.virbac.com/Webinars
Wednesday, 7:00p.m.ET | 6:00p.m.CT
October 9 5:00 p.m.MT | 4:00 p.m.PT

This program has been approved for 1.0 hours of continuing education credit in jurisdictions that recognize RACE approval.

This approval is valid in jurisdictions which recognize AAVSB RACE; however, participants are responsible for ascertaining each board’s
CE requirements. RACE does not accredit or endorse or certify any program or person, nor does RAGE approval validate the content of
the program.

Approved as a NY State sponsor of continuing education for veterinarians and veterinary technicians.

PLEASE NOTE: RACE has implemented new CE reporting requirements. Please complete the registration form using the formatting
provided to its entirety in order to receive credit.

IMPORTANT SAFETY INFORMATION

Accidental self-injection of STELFONTA® (tigilanol tiglate injection) may cause severe wound formation. To decrease the risk of accidental
self-injection, sedation of the dog may be necessary. In dogs, do not inject STELFONTA into subcutaneous mast cell tumors located above
the elbow or hock. Formation of wounds, possibly extensive, is an intended and likely response to treatment with STELFONTA along with
associated swelling, bruising and pain; these wounds are expected to heal. Some of these cases resulted in amputation. Appropriate pre-
and post-treatment medications must be given, including a corticosteroid plus blocking agents for both H1 and H2 receptors, in order to
decrease the potential for severe systemic adverse reactions, including death, from mast cell degranulation. For full prescribing information,

contact VIRBAC at1-800-338-3659 or visit https://vet-us.virbac.com/stelfonta.

© 2024 Virbac Corporation. All Rights Reserved. STELFONTA is a registered trademark of QBiotics Pty Ltd, used under license. 4/24 INTSTEL042024
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STELFONTA’
(tigilanol tiglate injection)
1 mg/mL

For intratumoral injection in dogs only
Antineoplastic
Single use vial

WARNING: SEVERE WOUND FORMATION IN HUMANS;
EXTENSIVE WOUND FORMATION, MAST CELL DEGRANULATION,
AND DEATH IN DOGS DUE TO MAST CELL DEGRANULATION
Human Safety
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injection, sedation of the dog may be necessary (see Dosage
and Administration, Human Warnings and Adverse Reactions).

Dog Safety
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CAUTION
Federal law restricts this drug to use by or on the arder of a licensed veterinarian.
DESCRIPTION

The active ingredient for tigilanal tighate injection is a phorbal ester that activates
alpha, beta |, beta Il, and gamma isoforms of protein kinase C. The chemical name is
(45,55, ER ?5 8R DR 105 118,12R,135,14R}-12-{2€)-2-methylbut-2-enoatyl-13-[{25)-2-

t 6,7-epoxy-4,5,9,12,13,20-hexahydroxy-1- hgllaEn -3-one. The molecular

formulais CEG H42010 and its molecular weight s 562,65 g mol™. Each mLof STELFONTA
contains 1 mg tigilznol tiglate and sterile water for injection (60% v/v), propylene glycol
(0% v/v), sodium acetate (<0.1% wy'v), and glaclal acetic acid (<0.1% w/v).

The chemical structure for tigilanol tiglate is:

INDICATION

STELFONTA injection is indicated for use in dogs for the treztment of:

* non-metastatic cutaneous mast cell tumors

* non-metastatic subcutaneous mast cell tumors located at or distal to the elbow
or the hock

DOSAGE AND ADMINISTRATION

ALWAYS PROVIDE THE CLIENT INFORMATION SHEET TO THE DOG OWNER

BEFORE DOSE ADMINISTRATION.

Concomitant medications

Administer the following medications to decrease the potential for severe

systemic adverse reactions from mast cell degranulation:

*C i (e.g. oral p dnisol ti-infl
dose): Start medication 2 days prlorto STELFONTA treatment and continue fnr
& days post-treatment {10 days total),

» H1 receptor blocking agent (e.g. oral diphenhydramine): Start medication on
the day of STELFONTA treatment and continuefura total of B days.

. H2 blocking agent (e.g. oral f ): Start medication on the day
of STELFCI NTMrealment and continue for a total of 8 days.

Dosing Instructions

Administer STELFONTA as an intratumoral injection at a dose of 0.5 mL per em’ of

tumor volume, as determined by the following calculations:

* Determine the Tumor Volume in cm?:

0.5 % [length (em) x width (em) x height (cmj]

+ Confirm the Tumor Volume does not exceed 10 cm’. Do not use STELFONTA if
tumor volume is =10 cm?,

» Calculate the Dose Volume (mL) of STELFONTA to inject:

Tumaor Volume x 0.5 mL

+ Confirm the dose of STELFONTA does not exceed 0.25 mL/kg body weight.

* Do not exceed 5 ml per dog, regardless of tumar volume or body weight,

* The minimum dose of STELFONTA is 0.1 mL, regardless of tumor valume or body
weight. If the calculated dose is <0.1 mL, administer 0.1 mL,

Administration of STELFONTA:

Sedation may be necessary to safely and accurately administer STELFONTA to

decrease the chance of accidental self-injection. Wear gloves, eye protection,

and lab cozt or gown in the preparation and administration of STELFONTA. Care

should be taken to restrict injections to the tumor only. STELFONTA should not be

injected into the margins, beyond the periphery, or deep to the tumor,

+ Shave the tumor site. Avoid manipulation of the tumor.

* Draw the calculated volume of STELFONTA into a sterile Luer-lack syringe with
323 gauge needle.

+ |dentify an appropriate injection point on the edge of the tumor. See Figure 1.
Insertion of the needle depends on the tumar's location, form, and appearance.
If a tumor protrudes above the surface of the skin, insert the needle at an
ablique angle of approximately 45°,

+ Insert and embed the needle in the tumor through a single injection site and
draw the syringe plunger back slightly to ensure STELFONTA is not injected into
a blood vessel. While applying even pressure an the syringe plunger, move the
needle back and forth in a fanning manner to inject STELFONTA into the tumor.
See Figure 1. The drug should fully perfuse the entire tumor.

* When the total dose of STELFONTA has been administered, pause to allow
tissue dispersion before removing the needle from the tumor. Pull back on the
syringe plunger to create a small negative pressure before removing the needle
to minimize leakage from the injection site.

« After the needle is withdrawn, apply light pressure for 30 seconds over the
needle exit hole using a gloved finger. If leakage does occur, rinse injection site
with saline to wash STELFONTA from the skin surface. Do not re-administer,

» To minimize risk of accidental self-injection, do not recap the needle, Dispese of
the needle and syringe.

Figure 1: Dispersion of STELFONTA throughout the tumor.

CONTRAINDICATIONS

Da not inject STELFOMTA into subcutaneous mast cell tumers located above the
elbow or hock (e.g. on the body, head, or neck). This may result in accumulation of
necrotic debris in the subcutaneous space increasing the risk ofsysteml: adverse
reactions, including death, from mast cell degranulation [see Adh

WARNINGS

Human Safety

NOT FOR USE IN HUMANS. KEEP THIS AND ALL MEDICATIONS OUT OF REACH
OF CHILDREN.

Caution is required during treatment to avoid accidental self-injection. Dogs
undergoing treatment with STELFOMNTA should be adequately restrained and
sedation used if necessary. Use a Luer-lock syringe to administer STELFONTA. Do

period of three months. See Pictures 1 and 2 below. A separate needle stick injury
was reported with a maximum potentizl dose of 0.1 mL tigilanol tiglate into the
distal extremity of the left index finger, resulting in a localized burning sensation,
local inflammation, bruising, muscular pain up the left arm, and localized tissue
necrosis. Muscular pain resolved in the first 12-24 hours and the wound healed in
#weeks. There have been other needle stick injuries reported, with at least one
injection into a thumb, with minimal (stinging, pain, and swelling) to no adverse
events associated with these accidental self-injections.

Picture 1. Thirteen days after
self-njection

Picture 2. Seventy-four days after
selfinjection

Field Study

Ina well-controlled, multi-center, randomized, double-masked field study
evaluating the effectiveness and safety of STELFONTA for the treatment of
cutaneous and subcutaneous mast cell tumors in dogs, 117 dogs treated with
STELFONTA and 42 dogs receiving sham treatment untreated control] were
evaluated for safety. Eighty-one dogs were treated with STELFOMNTA on Day 0.
Thirty-six previously untreated control dogs were treated with STELFONTA an
Day 30. In addition, 18 dogs treated with STELFONTA on Day O had the same
tumor re-treated with STELFONTA on Day 30 due to incomplete respanze. The
most commaen adverse reactions included wound formation, injection site

pain, lameness in the treated limb, vomiting, diarrhea, and hypoalbuminemia.
Wound formation, vomiting, and diarrhea were mainly observed within the first
7 to 10 days after treatment. Injection site pain and lameness in the treated leg
were mainly observed within the first 2 days after treatment. Hypoalbuminemia
was mainly observed within the first 28 days after treatment. All dogs received
concomitant medications as noted in the Effectiveness section, The adverse
reactions during the study are summarized in Table 2 below.

Table 2: Adverse Reactions During the Field Study

not recap the needle, Accidental self-injection may result in local infl ¥
reactions, including swelling, redness and severe wound formation. In case of
accidental self-injection, immediately rinse the area with water, seek medical advice
immediately, and show the package insert to the physician.

Wear personal protective equipment consisting of disposable gloves, protective eye
wear, and a lab coat or gown wnen handling STELFOMNTA, STELFONTA is an irritant and
accidental exposure to skin, eye, or by ingestion should be avoided. In case of dermal
orocular exposure, repeatedly wash the exposed skin ar eye with water, If wearing
contacts, rinse the eyes first then remaove contacts and continue to rinse with water,

If symptoms such as local signs of redness and swelling ocour, or if there has been
ingestion, seek the advice of a physician and show them the package insert.

Limited data is available on the potential teratogenic effects of STELFONTA,
Therefore, STELFONTA should not be administered by women who are pregnant
or planning to become pregnant

People with known hypersensitivity to tigilanol tiglate or to any of the excipients
should avoid contact with STELFONTA.

Animal Safety

Dogs should be monitored during and for 5-7 days after intratumoral treatment
with STELFONTA for signs of systemic mast cell degranulation such as vomiting,
diarrhea, lethargy, anorexia/hyporexia, altered breathing, hypotension, urticaria,
edema at or away from the treated site, or bruising at or away from the treated
site, If signs are observed, appropriate treatment should be started immediately.
Always administer the recommended concomitant medications (corticosteroids,
H1, and H2 receptor blocking agents) with STELFONTA, Death has occurred
following mast cell degranulation when these concomitant medications were not
administered according to this Package Insert (see Dosage and Administration
and Adverse Reactions).

STELFONTA can induce a substantial local inflammatory reaction which may result
in pain, bruising, and swelling. During this time, an analgesic may be needed in
addition to the use of corticosteroids and both H1 and H2 receptor blocking agents.
Treatrment with STELFONTA causes tumaor necrosis which is part of the mechanism
of action of the drug. Bruising, heat, pain, and swelling may begin at the site
within 2 hours of treatment. By day 7 after treatment, wound formation including
full thickness dermal necrosis with exudate, peripheral tissue edema, erythema,
skin disceloration, tissue sloughing, and necrotic eschar may occur.

In addition to tumor necrasis, treatment with STELFONTA has been assoclated
with cellulitis and severe tissue sloughing extending away from the treated site
resulting in extensive wounds (see Adverse Reactions)

Do not inject STELFONTA into normal subcutaneous tissue or adjacent tissues
[e.g. beyond tumor marging) because severe edema, erythema and necrosis of
the injected tissue may occur.

PRECAUTIONS

STELFONTA has not been evaluated in dogs with signs of systemic disease due to
the mast cell tumar]s)

STELFONTA is not intended for the treatment of metastatic mast cell tumors.

The safe and effective use of STELFONTA has not been evaluated for simultaneous
treatment of more than one mast cell tumor,

The safe and effective use of STELFONTA has not been evaluated in dogs with a
mast cell tumor volume =10 cmd.

Use STELFONTA with caution in tumors located within mucocutaneous regions

{e.g., eyelids, vulva, prepuce, and anus) as tumor necrosis could cause a change in
morphelogy of the mucocutaneous region resulting in loss of functional integrity.
Use STELFONTA with caution in mast cell tumors with significant ulceration as
leakage of the drug from the ulcerated area may occur following treatment
potentially reducing effectiveness.

The safe use of STELFONTA has not been evaluated in dogs with concurrent
diseases that may result in delayed wound healing.

After treatment with STELFONTA, dogs may require additional care of the treated site
to aid in the healing process. An Elizabethan collar or a non-constricting dry gauze
bandage may be needed to prevent the dog from self-traumatizing the treated site,
After treatment with STELFONTA, separation from other household animals may
be necessary Lo pravent grooming and trauma to the treated site

The safe use of STELFONTA under conditions of use has not been evaluated in
dogs younger than 3.5 years old,

The safe use of STELFONTA has not been evaluated in dogs that are pregnant,
lactating, or intended for breeding.

ADVERSE REACTIONS

Human Exposure

There was one human exposure during the field study where the veterinarian had a
needle stick injury to the thumb at completion of tumor treatment and was injected
with an unknawn amount of STELFONTA, The incident resulted in pain and necrosis
of the center of the thumb at the point of needle stick. The wound healed over a

STELFONTA STELFONTA | UNTREATED
Adverse Reaction | 1" Treatment | 2" Treatment | CONTROL

[n=117) (n=18) [n=42)
Wound formation 110 {94.0%) 12 [66.7%) 3(7.1%)
Injection site pain 61 (52.1%) 7 (38.9%) 1(2.4%)
hfn"t‘f”m intreated 29 (24.5%) 2 (11.1%) 1(2.4%)
Vomiting 24 (20,5%) 3 (16.7%) 4(9.5%)
Diarrhea 24 (20.5%) 3 (16.7%) 2 {4.8%)
Hypoalbuminemia® 21 (18.0%) 2(11.1%) 1(2.4%)
Injection site bruising/
erythema/edema/ 20(17.1%) 3(16.7%) 1(2.4%)
irritation
Anorexia 14 (12.0%) 2 (11.1%) 3(7.1%)
i‘i’é’ﬁﬂ;}'&“ﬁé‘?gé‘rﬁﬂﬁt 13 (11.1%) 1 {5.6%) 1(2.4%)
Tachycardia 12 (10.3%) 0{0.0%) 1 (2.4%)
Weight loss 12 (10,3%) 3 (16.7%) 5(11.9%)
Cystitis 10 (8.6%) 1(5.6%) 2 (4.8%)
Dermatitis 9 (7.7%) 1{5.6%) 1(2.4%)
Eﬁ;snir;alitvfbehavior 8 (6.8%) 0 {0.0%) 2 (4.8%)
L’i‘rf:c“"” at injection 8 (6.8%) 0(0.0%) 0(0.0%)
Tachypnea 7 (6.0%) 2{11.1%) 1(2.4%)
Pruritus 6 (5.1%) 3 {16.7%) 2 {4.8%)
Lethargy/Depression 6 (5.1%) 1(5.6%) 1(2.4%)
Pyrexia 3 (2.6%) 2{11.1%%) 0{0.0%)

* There was a statistically significant decrease in albumin and albumin/globulin
ratios at Day 7 in the STELFONTA group compared to the control group. The
hypoalbuminemia ranged from 2.0 to 2.6 g/dL (reference range 2.7-3.9 g/dL).
Mote: If an animal experienced the same adverse reaction more than once, anly
the highest grade was tabulated.

Adverse reactions were graded using the Veterinary Co-operative Oncology
Group— Common Terminclogy Criteria for Adverse Events (VCOG-CTCAE)."

Most adverse reactions were Grade 1 (mild) or 2 {moderate), Grade 3 (severe)
and 4 (life-threatening) adverse reactions in dogs treated with STELFONTA
included: lameness in the treated limb (6 dogs), injection site pain (4 dogs), wound
formation (3 dogs), lethargy/depression (3 dogs), anorexia (2 dogs), infection at
injection site {1 dog), pruritis (1 dog), and tachycardia {1 dog).

Adverse reactions associated with use of the required concomitant
corticosteroids were similarly reported in STELFONTA and untreated control dogs
and included elevated alkaline phosphatase, polyuria, and polydipsia.

Wound Formation

Tumor observations were conducted at 2, 4, 8, and 24 hours and 4 days after
treatment. The 81 dogs treated with STELFONTA on Day 0 were reported
most frequently with swelling, bruising, pain and heat at all tumor observation
timepoints. The following were reported at 24 hours post treatment:

+  Swelling: 97.5% (79/81 dogs)

«  Bruising: 91.4% (74/81 dogs)

+  Pain: 69.1% (56/81 dogs)

*  Heat: 53.1% {43/81 dogs)
At 24 hours post treatment, intact skin was reported in 71.6% (58/81 dogs) of
STELFONTA (tigilanol tiglate injection) treated dogs. On Day 4 intact skin was
reported in 17.3% [14/81 dogs| of STELFONTA treated dogs. On Day 4, the
following observations were reported with the highest frequency:

*  Necrosis: 55.6% (45/81 dogs)

«  Crater pockets: 37.0% (30/81 dogs)

«  Exudate: 37.0% {30/81 dogs)

«  Eschar: 28.4% {23/81 dogs)

*  Ulceration: 11.1% {9/81 dogs)
Awound healing assessment was performed on the effectiveness dataset which
ncluded 80 dogs in the STELFONTA group and 38 dogs in the untreated control
group. Wounds developed in 92.5% (74/80] of >TELFONTA treated dogs and
2.6% (1/38) of untreated control dogs by Day 7. On Day 28, the presence of
wounds was 40% (32/80} in the STELFONTA group and 2.6% (1/38) in the
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TS e’ wess ke in dogs with smoe volumes rangrg rom 0200 6.8
e resulting in dases ranging from QU002 mgfie bo 00145 mg/kg ard total
s ranging from 005 mg o 3.4 mg por dog & botal of 6 cutansags and §
sulrritaneods mast osl temirs weere reated in 1 dogs fone dog had two
tmors theaced consetuthvelyh. The followsng range of phammacouine b
paramesers were derermined for STELFONTA in plasma: 1) elmiration hatl-
Bt (T 185 bo 3587 hours; ¥ masimem plaama concentration [C__1:0.356
r.g.l'rpﬁ.tn 13.8 ngfmL: and 3} area under the phl.rr.:mlurh'nﬂm Bme
curve o che fast quamtiflznie plasma concertramion (ALIC_] 7, 2% h"ngimi
10 311 h"ngfml Theve wiss no relitiorabip between drug éxpoiune

and ALRC | with bumor lncation (cutaneows or subcutaneous] or with §
fons. I 35 uakiaion of the pharmacoiinatic data froen the 5 dogs with
outarscs lumnors, doee levels ranged from 0002 rrgsSg 10 D5 kg
Thebighest £ was 111 ngdmd and the highest AUC . was 2114 h*ng/mi
ot adose of 0155 mpfkg. For theather S dogs with subcutanseus tumars,
Gy £ Triem 0 080 Arighfh 10 QU0 gl The Bighest Crods wiab 138
ngdmil and the highest AU w3081 W egfmb &t & dose of 0094 mg kg

EFFECTIVENESS

The effectvereis af STELFONTA was evatuated in 8 well-pontrolled,
mialti-center, randomized, doubde-masked, field study in client-owred
dogs, Enrolied dogs had non-rntastatic Warkl Heafth Organization

stages la [one tumar condingd o the dermid, withowt regonal moh neds
imaheement) and 13 [multiple dermal tumeces; large infiltraging tumors
itk rsgennal i nosn ryvelvpment) rrast ool tumsrs 1han wane ()
culinfdus, or (3] saboutaneoas and Bested ot or datal to the 2lbow of the
ok}, A potal of 123 cllend-owned dogs wah a magt cell fumor measuring
lesg ohian or &owat 1o 10 om” wore angdomiled in inea ment with & tingle
injectiaon of STELFONTA [rreB1) or ustreated cantral {n=42). On tha diy of
treatment, Use average lumge wohame was 1.7 om® {renge 01 (o 8.8 om')

A rotal of 118 dogs were included in the efectiveness anabyss; B dogs were
in thae STELFOMTA groupand 38 dogs weve in thie untreated (ool group,
Faanonis b tredtmsnt wird svaloated iing the RECSTT, whate cornpiete
resporse [CR) b resclation of the larget tunsor, partial response (PR) i at
Ikt @ 30 deciase in the longest amirter of trgut fumar, sabde dhupase
1501] - thecrearie of esd than 200 e ntrease of less than 26 of the langest
diameter of the target bumce, and progretsae diseass [FE o preater than a
20, irvcrmizzen bt Lorgpeid aerber of the targiet tumer,

Thee primary effectveress varlable compared CR ranes of the cargen
e between groups I8 dis after wreatment, An 26 days aftar
theatment, & starbcally Htlﬂ!fr"l'!\lltrdl‘ T af dags inihe
STELFOMTA treated group (50080, T55) achbeved (R companed 1o dogs

In thee untreated costrod group (138, 5.3%) {p00.000%), An chjecte
tumar reapants (LR « PR wan abserved in G40 [B0%) of 1he STELEONTA
vieated dogy. Of the 50 dogs in the STELFONTA groop thal sepersnoed
(R Dy I8, respontsd ansasument wis conductod for 55 dogs ot Dy 42
and for 57 dogs st iy 24 47 Day 43, 59050 { LDOW) wene diigade-free ot
thar Injwcrion site, and at Day 84, S5°5T [56%]) were diease-frop at the
InpEcnom e,

Fior 3 dogs, corticomtengics [orednisone or prodrsolons) wire nitated

£ iy pinaf 10 trestment at 3 dase of 05 mp/ky ook Twce deby and
continued for 7 days total (2 days before, on the day of treatmest and 4
days afver treatment), then 0.5 mkg onge caily for an acditional 3 days,
An W1 recepios Blockng agent ifphenkrydiamine |2 mgfig orally tvice
daityl} and H2 receptor bocking agant (famabding 0.5 mgfkg orally twice
daily]] wiene ininiated o the Gay al breanmsnt and contsnisd for 7 ey,
Oter medications preserded based onvetennary discreban included
antibsatics, andigesics, s sedatived. The majarity of antibsotics were
wsed to breat injection site infections. The majoriy of anaigeiics were
(et To treat tumae pain and wenn maiedy ininiated on the day of or day
after ireabmenl. Sedatives wede used for Lreatment admiristretion,
conducting diagnastics, anxiety, and temperament i,

Cruality of Lie {Oel)' was sssessed by cwnerd troughout the study

and the moan seones Tor the Dol assessment wag timitar betaeen the
STELFONTA pnd unfraated comrol groups o all rire pointy

Eighteen of the JOSTFLFDNTA freated dogs without CF recerard 3
second theatiiusnt, Twenly-2lght diys felicwing 1he secand treatrheni,
OF wears obzorved in 8718 (a4 0% of fhide dogs. Forty o days following
the second traarment, £ was ohserved in 7718 {38.9%) of teated dogs.

TARGET ANIMAL SAFETY

The margin o salety and ooty of STELFONTA was évaluated in coe
labaratary safety study and one aboratory carciovascular study itilizing
Tiral markst farmulation, and one oot field siudy that used ron-
commecial formidation,

Laboratory Safety Study

Iih @ A-vpiiek Labaoratody Sadety study, A8 haalthy Beagle dogs 6 1o

B months old were sdministefed STELFONTA intravendusly over d
15-minute infosion onoe a wesd for four weokson Days 18,15, and 22,
at coses af 000725 005, of G075 mplks body weight [Fangss bebwesl)
0.02-0,035, 0.032-0.0546, and 0.06-0.08 me/Rid respectively cuelo

duosing variatility]. Contrel dogs (D mgAg) recelved 3 vehicle control M

i wolurne efquad to the 0075 mpkp dose, The intravenous foute was
chesen for this study becauss subcutanpeas injection was boo tomic and
intratyengeal adeninasiration was ned possisle

Tharo were tweler dogs ped group (5 male, & femali) Four dogstoen!
Eroup wene necrogdied bwd s following the (o dose and paa doge/
sex/group were necroqaied following & 2-wesk fecovery period:

Al dags snirvived the stady, And there were no STELFON FA-felated
efects on body wight, body temperatune, ophihaimic exam,
electrocardiogTaphic parametars, 4nd argan weights.

The inilcwng wene abeprved onty indogs in the groaps administered
STELFONTA: doerenied food consumpeion from Dayvs 22-19, vamising/
retching dsrsng mfusian arimmediseby post-infuslan, wound

Tarmrarion at the infusion site after the second o thisd dose, decrease

i bty sporadenlly shroughaut the shady, and slevaBans in alanene
aminctranilersie oo Dy 23

The fellemin wene shéerved in all groups, sclading vehitle controd

and ingreaed in a dowrdependent manner; imied e of the ley that
received the infusion pocurred soon alter dosing, woakness after the
first dase, wabvabon and infusian site adema and sfythema intreated

In Trequesncy and seserity throughout the study, and cremors oocuered
irstiedigiedy post anfusion pnd increased in severity with dose

'-'ornlt‘lﬁ. reiching, of tremors were tvpically ranslent and resglved within
1 hest of dosing while salvanion alio tyaically rescohied within 4 hoors,
Laode feous wer i piitrepd v all groups in o nan-Ese dependen manner
Pedydipta accaried in ke conared, 005 and 0075 me/g groups. Trending
towands-decressing hematocrit [out st within reference intervals) was
chgervd nall goues, Ona dog m b 005 mg g group was mildhy anemic
thatireg; recovary. Monocybasis snd clevated frinogen wene seen on Oayl
2 and 23 ina gose dependent man e,

Gress patbalogy findings at the indusion 24e included inflammnation,
redniis, and thickening of the skin. Carrolative histopatielogy findings
of the infusion site inchuded hémoerhage. edema, inllammation, miaed
cell imfiltratian, fbross, end chronic crganizing throenbasis, Onky ang

of the recavery dogs had changes at the infusen site consisting of
proliferaticn of the intima. Ore dog in the 0.075 mg'ke group had 2
sevvere woung, confermed on histopathalogy as ulceratwe inflamenation
and [Evera necrogiy with Bacieria present. Gross phology Ainings also
included red, mottled, fam, and enlarged lympoh nodes in all dose groups,
Incluumgm:mr\rdng:.cnnhmeq an histopathalogy as infiammanan,
tymphoid by precetlulanty, hamorrhago, and sinus histiooyiogis: Pitutary
cyiliwere observed in T dogs in all STELFONTA trested groups. O

dog each from the 007 magfkg group wis otrered 10 huee kidney
tubular vacualation, dilatioen of the veniricies of the brain, and chranle
inflamenatbon of both 1re Seft thigh skelelsl musche and kel soatic nere,
Labaratary Catdiovatoular Study

In & 12-dpy lEnorasery Lardowastular sbudy, 4 heaithy male comgou
telemeteriied Beaple dogs spproximately 2-4 vedss ofd were sdminstered
STELHOMTA a5 2 mngle intravenocn infusan. Treatment canssted of four
Braup: vaPalle conbhod and STELPONTA ot docet o (00, QUOTS and 0075
gl By el AB our dogs recstved all treatmenild wilh b=t 4

3-gay wath-out period.

Al Bogs survived e study gad there wiere nd STELFONTA selated
eHects on body emperatures, blood pressure, or plectrocardograms
The folloradng were obierved only dfer sdminairation of STELFONTA

in all doge groups: salivatian, vecalization, incoordnation, bremars, red
foces, and decroascd feoes cutput. Retching, vamiting, inconrdinatian,
e g 5 in Aty levedy (increased and decreased] accunted in the
LLOTS group anly, Tachycacdia was seon far the first 2.5 hours
after the 0.075 maSkg dose only. The following wore observed after
adeniniztration of contral ar STELFONTA: excetiive panting, decrexsed
appetite, ard bmited usagefvweding of log or paw. &1l dogs kast welght
during the stuchy. Chinical signs resobved 3¢ ound 4 hours past desing,
Pilot Fleld Study

I 28-dary unmasked fiefd study, 10 digns-owned dogs, §-14 years old
wart administered fgtana tighate fron-comenercial feamulatsan) ence
&4 &0 intratumoral injection At 3 dose of 0.5 mg Bgilanal nglate per cubic
cenbmeter fem'] of tumorn volume, nat esceeding 0. 25 mg g body weight
[enaeirnm g of 5 mel, Cine dog wars enrolled a sepond g 10 treat 3
secend mas cell tumor after succedaful treatment of the Rrat tumar. See
pharmacoinetic results roen thés study under Clinical Pharmacology.
The mest commen abservations after tigilanod Biglate adminatration
ware injection site reaction nduding meciosty, swelling (localized
eclema and edema extending well beyond the tumor injoction sibe], pain,
restiessress, inflammation, erythema, bleeding ulcerations, bruisng
decoipration, sieughing of ssue, open wound, mild drainege, malodur,
and prosence of grasulatan tise, Three dags experienced desmanitn
with ar without siin necnads ina reglon nearbsy bt disting from the
tumaoe injecoion site. One dog experionced non-waight bearing lamenes,
muscle strapky ind aniarged popltedl ymph node. Dne dog vomited
after adminisiration. Three dogs required fonger healing times beyond
28 darys, with the langest requiring b manths, Hypealbuminemia was
ahserad 0 5 dogs with hypoproteinesmin abserved in | of thess 5 dogs
on By T and wan resohved By Day 78.

STORAGE INFORMATION

Srore STELFONTA vish redrigeraced ar 7°C vo B°C [35°F ro 45°F|

Do et T,

Keep 1he wial in the cartan at &l times 10 pratect the vial from light.
For singe wise only,

Diisperser af any unused product in secosdance with disposal Iof routing
medical waste

HOW SUPPLIED

STELFOMNTA hosuppied 55 4 s1eille oalibe igud = a5 mlLokas singhe-

e glass vial comtaiming 2 mL of STELFCNTA at o concentration of 1 mg!

mil thgilaral tgate in sterie water for infection.
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