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a. File Number:

. General information

b. Sponsor:

L

How Dispensed:

‘ Technology Transfer, Inc o
- 33 East Broadway, Suite 190

Columbia, Mlssoun 65203 -

 Drug labeler code: 067647

Established Name:
Proprietary Name:

Dosage Form:

How Supplied:

o '/'Prescrlptlon (Rx) —Fedelja v
use by or on the order ofa hcenSed vetennanan

G Gluconate Neutralized by Arginine
Neutersol® Injectable Solution

. Sterile, aqueous solutlon contammg O 2 M zmc gluconate N "
' neutrallzed to pH 7 O w1th 0. 2 M L arglmne '

B f,2 mL stenle vxals

Amount of Active Ingredient: Each mLconta1ns13 1 mgzmcas zinc gluconate

Route of Administration:

Species/Class:

Recommended Dosage:

Pharmacological Categ'oryi‘

~ One injection is administe

Dogs

is based on testicular wuith'as determmed by measuring each

testicle at its widest point usmg a metric scale (mm) caliper.
The dose table is 111ustrated in Table 1.

SA) "law restncts thls drug to A

red per testxcle Dose per testlcle c

sticular Width (mm)

10-12

13-15°

16-18

T i

224

25-27 '

Chemlcal stenlant o



m. Indications: ~ Neutersol® Injectable Solution is indicated for chemical
 sterilization in 3 to 10 month old male dogs.

2. Effectiveness

a. DOSAGE CHARACTERIZATION: Two studics wi were conducted to determine the dose of a

single : 1njectron of zinc gluconate neutrallzed by arginine for chemrcal sterrhzatron indogs.

(1) Pilot Study

A 16 month pilot study was conducted to evaluate ifa smgle mtratestrcular mjectlon of zmc

gluconate neutralized by . argmme admmlstered at 0.2 mL arrd , 5 mL per testicle produced
sterility. Twenty-seven male Beagle dogs were assrgned to four | groups placebo control,
surgically castrated control, and two Zinc gluconate neutrahzed by arginine treated groups
(0.2 mL and 0.5 mL). Each group contamed seven dogs four months of age except for the
0.5 mL group which contamed six dogs, six months of age. e
11 mm in the 0.2 mL group and 18 mm in the 0.5 mL group. The dogs'were evaluated to
determine the treatment effect on body weight, body temperature complete blood count,
serum chemlstry, testrcular srze (W1dth and Iength rum testosterone and semen

and hrstopatholo gy findmgs were evaluated An arralys1s of the study results revealed the
following findings in the two groups treated w1th zinc gluconate neutralized by arginine:

d with fernales inheat,
( _‘emperamre complete

blood count, or bIo ) ' B
(d) Five dogs exhibited advers eactrons to the 11’1_] ectron One do g in the 0.

developed 2 scrotal rupture at three months post-lnjectron Two other dogs inthe 0.2

- mL group developed draining tracts in the scrotum at on week post-injection. One dog
in the 0.5 mL group developed scrotal necrosis at one week post-injection and a second
dog in this group developed a scrotal erosion at four m
healed with appropriate therapy.

e testicular width Was' o

group

poSt—rnJectron Allwounds =~

(e) Treated testes began to s well at 24 hours post—rn_}ectron w1th ’average peak testlcular srze o

at 48 hours post-injection.- By one month post-inject average testicular size as -
less than on Day 0. However there was a large amount o variability in individual dog
testicle size with some dogs showing Iarger testrclesat 1 year post-mJ ectron compared
- to Day 0 and other dogs with testicles that :were $0 y

testicles on the same dog

() Average serum testosterone levels at Month 15 for the placebo control a 42 ng/mL)
and treated groups (0. 2 mL: 1.97 ng/mL and 0.5 mL: L15 ng/mL) were higher than the
average of the surgrcally castrated dogs (0.23 ng/mL).

Conclusions: This study demonstrated that zinc gluconate neutrahzed by arglmne '
administered mtratestrcularly at a dose of 0. 2 mL for puppres wrth an average testicular
width of 11 mm and at a dose of 0.5 mL for pupples wrth an average testlcular w1dth of




18 mm was effectwe asa chemlcal sterilant. Transwnt testlcular swellmg 24-48 hours
post-injection is an expected reaction to the i 1nJe e}posmble and
thought to be related to improper injection technique. A 25 g ge 5/8-inch needle was used
in this study. To prevent possible leakage of drug onto the scrotal sk1n subsequent studxes
used a smaller needle (28 gauge 1/2- mch)

(2) Dose Determination Study

(a) Title: Zinc Gluconate Neutralized by Arglmne Admmlstered to Dogs at 0.25, 0 30 and
0.35 mL : ; :

(b) Investigator/Study Location:

Mostafa S. Fahim, PhD o
Center of Reproductive Science and Technology o

111 Allton Building, School of] Medlcme o )

University of Missouri-Columbia

Columbia, Missouri. 65212 o

(c) Purpose: To determlne Whether a smgle mtratestlcular mjecuon of zinc gluconate -
neutralized by arginine causes azoospermia at the age of sexual maturity, 2)to
determine the effective dose that produces sterility, and 3) to document : stenhty and
whether or not pregnancy occurs by matlng treated males witha female in heat.

(d) Animals: 40 treated male Beagle dogs 6 months of age_ W1th an avera for

width of 13 mm, 16. 2——26 pounds body welght 28 se)iually matufe untreated; female
‘Beagles were used for matmg

(e) Dose and Dose Groups

The dogs were randomly as31g11ed to four treatment groups ( 10 ammals/group)
according to testicular width (see Table 2). The" rlght and left testlcles were each
measured at the w1dest pomt and the values averaged The do gs were sedated pnor to
injection.

TABLE 2 TESTICULAR WID'I“HS BY TREATMENT GﬁOUP

Group Treatment = | Average Testicular Wldﬂl Range of Testicular Wldths
L (mm) (mm)
1 Placebo Control 'l 1320 . 11 30—15 15
2 | 025mL ' 13.19 _11.80-15.15
3 030mL 12.82 L 10.60-16.05 L
4 035mL 1313 9951535

(f Route of Administration: Intratestxcular (dorsal cran1al area of each testlcle atthe
location of the ep1d1dymls)

(2) Frequency of Treatment: One mjecﬁoﬁ“per‘ testicle

(h) Duration of Study: 2 years ”



(i) Parameters Measured The dogs were momtored frequently throughout the study,
described below. Semen 'analy51s and progeny testlng were con31dered the prlmary
effectiveness parameters Evaluat1ons were extended fro

demonstrate that the drug effects were not reversed w1th time. All male dogs”'were B

euthanized and necrops1ed at the end of 24 months

WhenEvaluated " Paramefer
Day -1, Day 0, monthly for 24 months =~~~ Body weight
Day -1, Day 0, 24 and 48 hours, o Body temperature
1 week and monthly for 12 months “ "
0.5,1,2and 48 houre and 1’week | L Reactlon post-treatment
Day -1, Day 0, monthly for 12 monfhs ~~~~ Corplete Blood Count

3 o - Serum Chemistries
Day -1, Day 0, 24 and 43 hours, 1 week  Testioular Measurements’
and monthly for 24 months R o |
Day -1, Day 0, and Months 1,3,6,9and 12-24 §ermn Testosterone Levels
Monthly from Months 424 - " Semen analysis”
All male dogs were g1ven the opportumty o mate  Progeny testing™

with females in heat during the first 12 months
Two male dogs in the 0.25 mL group were
given the opportumty to mate with females it 1n ‘heat
in the second 12 month penod

@Reproductlve Organ H1stoIogy"

! Testicular measurements: nght and left testlcular w1dths and Iengths were averaged and measured by a

" caliper.
" Semen analysis: sperm conCentratlon, semen volume, and sperm motlhty '
Normal semen parameters ': Sperm concentration
Semen volume = -
‘Spermatozoa motility

Progeny testing was nntxated at 5 months post-treatment. Only two dogs were gwen the Opporm‘mty‘to ;
- mate in the second 12 month period because 1o other treated dogs had sperm n the ejaculate o

lFeldman, E Nelson R. Canine Male 'He nctxon In Camne and Felme Endocrmology and Reproductzon
Philadelphia: WB Saunders Co. 1996; 682 685. o
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() Results:

1

o

(EN

o

{[o)}

(SN ]

, Reproductlve Organ Hlstology Zlnc gluconate neutr —_

Semen Analysis: Sperm were observed in 90- 100% of the control dogs from
Months 4-24. Sperm were not observed in any dogs in the treated groups at Month

4. From 6 months post-injection to the end of the study, all dogs in the 0.30 and
0.35 mL groups produced no sperm ‘Three dogs in the

sperm concentrations were <2 x 10 , € aculate volumes were low (average of 0. 79
mL) and sperm mot111t1es were low (<70%) Atthe end of the 24 month follow- up
period, 1 dog n the 0.25 mL group remamed ohgosperrmc whlle the other dog
showed no sperm L

Progeny Testing: 7 O% of the control group males t1ed (mtrormssrorl with ,
ejaculation) with the females and 100% of these ties resulted in pregnancy. 20 40%
of the males from the treated groups ‘tied with the females and 0% resu’, edin
pregnancy. The two dogs from the 0.25 n
heat in the second 12 month period mounted the females but nelther tied. One

produced
some sperm (oligospermia). The sperrn ‘values were too low to be considered fertile:

mL g group that were exposed to females i m

female was artificially inseminated wrth semen from one of these dogs, butno -+

pregnancy resulted

Reproductive Organ Weights: The mean welghts of the testicles, epidic

prostate glands of all treated groups were less than the control ¢ group B

by arginine administered

at all doses caused severe atrophy of the testicles, epididymides and partial atrophy -

of the prostate glands Histological examination revealed mcreased basement

' membrane tluckness decreased semunferous

and others becommg small, fibrotic and often immeasurable. o

from 12 to 24 mont t
but nine treated do, gs were in the same range as the control dogs

individual animal testicle size with some Stayxng the same size throughout the study B

Adverse Reactions: Zinc gluconate neutrahzed by arginine had no effecton body

weight, body ‘temperature complete bloodeounts Or serum ¢ chemrstnes Two dogs -

pain from 48-72 hours post— injection. One dog i m the 0.35mL group developedﬁa.nm T



inflamed scrotum by 48 hours post-mjectlon which developed into a scrotal ulcer 72
hours after treatment The uIcer was healed by week two post-mj ectxon

(k) Conclusions: One injection of 0.25, 0.30 and 0.35 mL zinc gluconate neutrahzed by
arginine; admlmstered to 6 month old male Beagle dogs with an average testlcular o
width of 13’ mm pro

the most appropriate dose for the 13 mm testicle based on the results of the semen =~ o

analyses.

Zinc gluconate neutralized by arginine caused local adverse reactions at the i injection

site: scrotal swelling, mild scrotal pain (I dog) and scrotal ulceration (1 dog). The most“w_ ‘ ‘, )
common reaction observed was scrotal swelhng and all treated testicles increased i m

width by 24-48 hours post injection and remamed sonlen unt11 one week post
treatment.

Based on the data ﬁom the pﬂot study and thJS dose dete matlonstudy,a prehmmary P

dose table was estabhshed

TABLE 3 PRELIMINARY DOS 4

Testicular Width Dose per Testicle
1 , 0.2 mL
13 03mL

R Oa'ni“L‘" i

These data were used to detenmne a hnear relatlonshlp between testlcular w1dth and

dose and to expand the dose table to include larger and smaller testicular widths.
Safety and effectweness of the expanded dose table were conﬁrmed in the ﬁeId study
using dogs with a larger range of testicular widths,”

b. SUBSTANTIAL EVIDENCE

,,,,,

(1) Title: Clinical Evaluation ofa Single Intratesticular InJectlon of Zinc Gluconate =

Neutralized By Arglr ine (100 mg/mL) asa Chemlcal Stenlant in Male Pupples o

) Invest1gators/Study Locatlons

~ Debra Moon, D.V. M '
Arizona Humane Somety (AHS)

| ’ aryHospltal .
Phoenix, AZ 85021  Belleview, FL 34420

Debra Moon, D.V. M o

AHS, Spay-Neuter A351stance - _waayne L Miller, D VM

Program Clinic " Pet Center, Ltd.

Phoenix, AZ 85023~ ¢ Columbia, MO 65203

Bonnie A. Brown V. M D.
Attlee G. Douglas, D.V. M
Tracey D. Cronin, DVM. N
North Shore Animal League S
Port Washington, NY 11050




of zinc gluconate neutrahzed by arglmne for chemlcal stenhzatxon 1n’2 5 10 month

old male dogs.

(4) Animals: 270 male dogs (vanous breeds) 2 5-10 months of age, 10 27 mm range of

their animals to the clinic (28), castration (10, death (5) and euthanasia (2) “Because

there were not a sufﬁment number of 25 month old puppies enrolled thedrugwillbe ~

by measurlng the testches at their widest pomt Testlcles were measured with a
Sk111Tech® Vermer oahper whlch measured each testlcle n mllhmeter umts_i(mm)u

of each testicle. A slow 1nJect10n techmque Was used to avold leakage of the drug
from the injection site. A sedatwe or tranqulhzer was admmlstered to 24% of the -
dogs (66/270) to minimize mov '

TAB LAR WIDTH
Range of Testicular (mg ch)
ﬁWidth(mm) ,
T 10- 3 e 02 26
© 1315 0.3 39
1618 05 66
]19-21 07 9.2
L 22-24 0.8 10.5
?]25-27 o 1.0 131

rsal Cramal poftlon e

(6) Control: A historical control was used The drug s effectlveness as determmed by -
semen analyses, was oompared to the known semen anaIyses of normal; healthy, intact
male dogs

7 Route of Adm1n1strat1on Intratestlcular (dorsal cramal portlon of each testlcle at the p———

locat1on of the ep1d1dym1s)

(8) Frequency of Treatme{" One ‘injection per testxcle | e

(9) Duration of Study: Dogs were kept at the vetennary facﬂlty for 3 days post-lnjectlon fy o

and then released and followed for at least 6 months post-injection. If adverse
reactions were seen durmg the ﬁrst days pos

vetennary facility for 7 days.

-lnjectlon the dog remalned at the -

(10) Inclusion Criteria: Thefdl,lbwing criteria wereutlhzedtoquahfydogsforenrollment



Signed owner consent form, current (up-to-date) immunizations, health status normal
upon physical exam, testicular width of 10-27 mm per testicle, no cuts or ulcerations
on scrotal areas or ﬁbrosrs of the testlcles or epldldymrdes and 2‘/2 to IO-month old
males with both testlcles descended

(11) Parameters Measured:

When Evaluated - _ | Parameter
Day 0 InjectionDay =~ Physical Exam, Testicular Width, =
9 . Complete Blood Count
Day 0 0.5,1&2hours ~  Reaction to Injection
‘ post- 1nject10n ’ \
Days 1-3 . Postflnj‘ectlon B Attltude Appetxte Ablhty to Walk

orDays 1-7 Follow-up =~ " Body Temperature, Scrotal Pain,
T ' Scrotal Evaluation (palpate for pain
“and observe for swelhng, 1rr1tat10n

~and dermatms)

Days 3 or 7 Release from Veterinary = Complete BIood Count Physwal

Facility - Exam Testlcular Wldth
Month6  Endof Study o PhysrcaI Exam, Testicular Wldth

- and Semen Analys1s
(12) Results:

(a) Effectiveness

Treatment Success: Success was defined as an animal that displayed aspermia (nof -
‘semen ejaculated) azoospermia (no sperrnatozoa in'the ejaculate) necrospermla ”

(spermatozoa in the ejaculate are dead or -motionless) or oligospermia (sperm "
concentration less than 20 million spermatozoa per mL) 6 months post~1nJ ectlon

Treatment Failure: Failure was defined as 80% progressive forward motlhty and -
sperm concentratlon greater than 20 mllhon spermatozoa per mL

Semen was collected from 224 dogs at Month 6. Based on the cntena above the '
effectiveness was 99.6%. Of the 224 dogs, there was one treatment failure, 17 1

dogs were aspermic (76.3%), 50 were azoospermic (22.3%), 1 was necrospermic
(0.5%), and 1 was oligospermic (0.5%). The one failure is based on the dog’s 6- =~

month semen analys1s 100% motility and a sperm concentratlon of 165 mllhon



Two dogs that were treatment successes at Month 6 showed an 1ncrease in sperm

concentration and ‘motility when evaluated at Month

. One hada sperm

concentration of 49 million and 80% motlllty and the other had a concentratlon of
19 million and 100% motlhty )

(b) Safety: Refer to 'T'able 6 for a summary of all adverse reactions.

Zinc gluconate neutrahzed by arglmne had no effect on hody weight o or bo dy
temperature. ‘

L :

N

(8]

Testicular Wldth Measurements Average testxcular w1dth was 1ncreased inall
of the dose groups on Day 3. By Month 6, the average testicular width in all
dose groups except the 0. 2mL group was Iess than the w1dths measured on
Day 0. Refer to Table 5

03ml | 140 | 17.2 15.7 137
05mL | 169 | 212 174 15.6
07mlL [ 201 | 250 177 157
08ml | 227 | 270 210 18.5
1.0ml | 261 | 295 231 17.8

,d’og kicked u upon drug
ahzed on mjectxon ‘

Reaction after Injectzon There were no post—m_] ectlon reactlons reported at30
minutes, 1 hour or 2 hours post mJecuon Two dogs were - reported biting and
licking the scrotum on Days 3 and 5

Attitude, Appeute Ab111ty to Walk Fourteen dogs dtsplayed abnormal appet1te"'

and attitude on Days 1,2, 3 and 5 (attitude: 4, appettte 9, and atntude and

‘appetite: 1). Dogs did not dlsplay probIems walking.

Scrotal Pain: Seventeen animals dtsplayed sorotal pam post-mjecuon on Days .

1,2,3,and 7. tl“ majority of these dogs dlsplayed the pain on Days 1 and2
post-injection when the testicles were palpated

Scrotal Evaluatl‘ons:

Irritation and Dennatztzs Three dogs d

gs displayed scrotal 1mtatton on Days 1-7
Two dogs dlsplayed irritation and de“' nati

’tms on Days 1-2.
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Scrotal Reactzons One dog was reporte wrth a perforated, crotum and a
severe infection on Day 17. This dog had licked and chewed through the ,
scrotum down to the testicle. Surgical castration and scrotal ablatlon were

..performed on Day 17. Another dog was refurned to the clinic on Day3foran

ulcerated scrotum. This dog chewed a hole through the scrotum, which

became ulcerated. The dog was treated with antibiotics and sent home withan

Elizabethan coIlar The ulcer was healed by Day 7.

“Two dogs were reported w1th scrotal swelhng on'Day:‘7 one dog wasy‘reported
with an excessrver dry scrotum on Day 7; one dog displayed scrotal bruISmg P

on Days 2, 3, and 4; one dog chsplayed marked preputlal swelhng on Day 3;
one dog was reported with a scrotal sore on Day 7

Vomiting: Vomltmg occurred on the day of injection for 10 dogs Tlmmg b
varied from 1 minute to 4 hours post-lnjectlon Of the 10 dogs, one dog

vomited 4 times, one dog vomited 3 times, four dogs vomited 2 times and four

dogs vomited once, one of which also dlsplayed anorexia and lethargy and

was recumbent on injection day. All cases resolved on their own Wlthout the

use of ant1~emet1cs

Euthanasia: Two dogs Were euthanlzed for behavroral problems

Castration: One dog w1th a severe scrotal 1nfectron was castrated at the .
discretion of the veterinarian and nine do gs were castrated based on owner

“complaints of behavior problems, such as aggresswn obj¢ ect mountmg, and

uncooperatlvebehawor FEE

, Behaworal I\{me dogs dlsplayed male sexual behanr The reports mcluded

aggress1on leg hﬂmg, and breedmg behanr ey

Death: One dog was found dead in the owner’s yard prior fo the srx—month o
follow-up exam. The dog’s body had been dlsposed of before a necropsy was ‘ '

conducted. Four dogs died from trauma

B



Vocalization ~ 6 2.2% .
Kicking' ' 03% ‘
Scrotal Pain 17 6.3%
Scrotal Irritation =~ 3 1.1%
Bitingand Licking 2 0.7%
Scrotal Swelling 2 0.7%
Scrotal Irritation & Dermatitis 2 0.7%
ScrotanlQér@nonf B 1 03%
Scrotal Infection 1 0.3%
Bry Soroal Sk s e
Scrotal Bruising 1 0.3%
_Preputial Swelling 1 0.3%
ScrotalSore. 1 0.3%
‘ Ge | Reactions -
Neutropfnha T 17 6.3%
Vomiting =~~~ 12 4.4%
Anorexia 11 4.0%
Lethargy S e 6 , 22%
Diarthea - 5 - v 1.9%
—1: ukocytoels s R S

(13) Conclusmns Zinc gluconate neutrahzed by argmme produced chemlcal stenhzagon

Zinc gluconate neutrahzed by argmme caused both Iocal adverse reactmns at the

injection site and systemlc reactions. Transmnt testlcuTar swelhng occurred in‘all of the B ' B :

treated dogs by Day 3 post—lnjectlon The inj 1 12% of the dogs ~~ =
and 6% of the dogs showed : s1gns of scrotal pain after injection (primarily on Days 1-2 3 -
post—mj ectlon) Vomltlng, anorex1a, lethargy and neutroptha were the most common -

were seen rarely Tw
injection, necess1tatm
the dog b1t1ng or hcki ,

o scrotal area for at least 7 days aﬁer m] ectlon

3. Target Ammal Safety

“a. Title: Zinc Gluconate Neutrahzed by Argmme‘Admmlstered at IX I.SXV and 2X‘ oSk
Month Old Dogs -




b. Investlgator/Study Locatlon

Center of Reproductlve Scrence and Technology S e
111 Allton Building, School of Medlclne

University of Missouti- Columbla o

Columbia, M1ssour1 65212

c. Type of Study: GLP laboratory safety study o

d. Purpose: To determine the effect of zinc gluconate neutrah
at 1X, 1.5X and 2X the recommended dose for three tlmes the duratlon of treatment

€. Animals: 24 male Beagle dogs 6 months of age average testrcular wrdt
16-21 Ibs body welght B

f. Dose and Dose Groups~ S

by arginine administered

The dogs were randomly placed into four: treatment groups (6 anlmals/ group) accordmg’“'f”‘

to the pre-study testicular widths (range of 12.25-1

k mm). The four g groups included
- the placebo control group (Group 1: Bactenostatlc w.

r) and the 1X (Group 2), 1. SX

(Group 3), and 2X (Group 4) treated groups. Measure ents of the rlght and Ieﬁ testlcles“ B

were averaged to determi

outlined in Table 7. The doses used reflect an earlier vérsion of the proposed dosing tabIe;

The shght change in dose does not affect_the concluslons drawn r orn the stu ly.

Range of T"estrk ar Widths
T
1517
1‘8’-“20' -

g Routeof Admmlstratlon Intratestrcular (dorsal cramal portlon of each testlc lea at the S

location of the epldldym‘ls)

h. Frequency of Treatment: One injection per 'fegfictéfop Days 0, 14, and 28~~~
i Duration of Study: 2 months

j. Parameters Measured:

When Evaluated . Parameter
30 minutes, 1 hour,.2 honrs S Biting or licking of testicles .
30 minutes, 1, 2, 24 and 48 hours - Ablhty towalk

and weekly for 8 weeks

12




Day0,24and48hours,  _ Painass
and weekly for 8 weeks |

Day -1, Day 0, weekly for 8 weeks o 'Body weight

Day -1, Day 0, 24 and 48 hours T ReCtaltemperature i
weekly for 8 weeks ; N : Rt peratt

Day-1,Day0,24and 48 howss,  Testicularwidthand length
weeklyfor8weeks ' : = s b licasde: = b

Day -1, Day 0, 2, 4, 6 and 8 weeks o Testosterone levels

Day -1, Day 0 and 2,4, 6, and8weeks ;HComplete blood count o

Day -1, Day 0, and 2, 4, 6, and 8 weeks Serum chemi :
. glucose, Na, K, Ca, P, ALP, SGPT, BU
albumm/globuhn ratlo creatmme)

Week 8 ' . Necropsy (Gross)

es (albumm total proteln - 'v

g Hlstopathology and organ Welghts (test1 des,

: ~ep1d1dym1des prostate gland)
Results: D

All do gs received one 1nj ectlon on Day 0 and a second 1nJect10n on Day 14. The thlrd
“injection was attempted on Day 28 but was not administered because the testicles: were

too hard for the needle to penetrate and the decreased testlcular size made i 1n3 jection -
difficult. .

Clinical observations:

There were no reports of b1t1ng or Ilckmg at the scrotaf ar, 2
scrotum, vomiting or anOrex1a

First Injectlon The test material was easxly 11'1] jected in all dogs in the control and 1X

" Iéékagé "of the drug from_ the b

groups. There was mild resistance to Athe in ectlou (back pressure) inone doginthe 1.5X

group and severe resistan
to the injection in 5 dogs in the 2X group.

There were no adverse reactlons reported mn the control group Do gs from all zinc

- gluconate neutralized by argmme—treated groups displayed a mlld degree of discomfort
(restlessness and shifting from one h1p to the other) when sitting down. One dog inthe
2X group dlsplayed shght dlfﬁculty in walklng 24 hours after the ﬁrst injection. Three ‘
dogs in the 1.5X group dlsplayed local react1ons at the' site of 1njectlon One dog

-~ displayed a large reddened area o rs post 1nject10n The lesion healed
after 5 days of topical treatm . fntated scrotum 24 hours post N
‘injection and on Day 8, one—half of the scrotum was necrotlc and the testlcle was

13

gs from this group. There was mild res1stance - o



T

exposed The testlcle was surgle y removed her

superﬁc1a1 skin 1 necrosxs on the scrotum on Day 7 and the Tesion did not heal until 4

weeks after the second injection. This dog had pre-existing scrotaI skin rmtatlon priorto

the 1 m] ection.

Klstance to thrs 1nJeet10n ) h

Second Injectlon The:“es /aterlal was easﬂy mjected 1n all contro] dogs and 5 dogs n

each of the 1X, 1.5X and 72X groups Resistance was felt durmg mjectlon inalX dog.

The dog moved during the injection resultmg in some drug being injected into the scrotal -
tissue. There was resistance to the injection in the dog from the 1.5X group that still had -

the scrotal necrosis present from the first i inj ectlon This dog vocahzed durmgthe
injection.

 displayed signs of pain in both testlcles when examined 24 hours following the second o
injection. The dog in the 1X group that moved during the injection developed scrotal

necrosis 48 hours post injection. The lesion healed after 5 days of topical treatment. The
~ dogin the 2X “group for Whlch there Was Tesis tance to the lnjectlon drsplayed morst o

Testosterone Level: The average serum’ testosterone level of the control dogs 1ncreased

over the course of the study. The average level of the TX group increased slighly dunngc:

the study and the average Tevels of the 1.5X and 2X groups decreased during the study.

The average testosteroné levels for all ¢ groups treated with zinc quoonate neutralizedby

arginine were less than that of the control group at week 8.

Testicular width and Iength All treated dogs drsplayed tran51ent testrcular swelhng The o

peak swelhng occurred between 24 48 hours aﬁer the first 1 inj ectron and 24 hours after -
the second inj ectron

all of the treated groups compared to ‘the co 1 group The prostate glands were o

- atrophied in one dog in the IX group, two dogs 1n the ! 5X group and one dog in the 2X B

group.

Seminiferous tubules of the treated groups dlsplayed a greate percentage of atrophy

- compared to the control group (1.25% in the control group, 65f6% in the TX group,

74.2% in'the 1.5X group and 80 3% in the 2X group)

Conclusions: Zinc gluconate neutrahzed by argmme m;ected at 1X 1 SX and 2X the
recommended dose (volume) caused the followrng adverse reactrons transient drscomfort
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4.

~water if accidental 1ngest10

--Agency Conclusron

" The data submitted in support of this NADA satlsfy the requlrements of Section 512 of the e
- Federal Food, Drug, and Cosmetic Act and Part 514 of the implementing regulatlons The S

when sitting down (all gr oups) swelling at 24-48 hoursafter the ﬁrst and second k
‘injections (all groups), difficulty walklng 24 hours after the ﬁrst 11’1_] ectlon (2X) and
scrotal pain at 24 hours after the second i 1n3 ectlon (2X)

Two dogs developed mlld scrotal irritation. More serious scrotal lesmns (purulent
discharge and Necrosis) Were seen in 4 dogs mcludmg 1 dog that requlred surg1cal , N
castration due to necrosis of approximately one-half of the'scrotal Jength. ‘Theselesions
occurred in 2 dogs that moved during the 1nJectron procedure 1 dog with a pre- exrstrng -
skin lesion and 1 dog for which the injection was administered in the face of Tesistance.
If the product contacts the scrotal skin, necrosis and ulceratlon are p0531ble sequelae
Proper injection techmque is critical for safe use of this product. Housmg conditions
(wet, cement ﬂoormg) were also considered a contnbutmg factor in the development of
the scrotal lesions. The results of this study demonstrate that the followmg precautrons B
should be taken when using this product:

(1) Do not use excesswe injection pressure to force the drug into the testlcle If - S
“resistance is felf, drscontmue the 1nject10n 1mmed1ately Do not attempt to 1n_1ect R
again.

(2) Do not use in dogs wrth pre- ex1st1ng lesmns on the scrotal sk1n

(3) Do not shave or clip the scrotal hair or use 1rr1tat1ng drsmfectants prior to 1

4) Do not allow the dog to move durrng the 1nject10n Chemlcal restraintis = .

(5) Do not house the dogs on hard wet surfaces post—rnjectron S

Hum uman Safety

~This drug is intended for use ' dogs, Wthh are non-food animals, Becatise thlsvnew animal

drug is not 1ntended for u od~producrng ammals, data on

: y pertammg to ’«
drug resrdues in food were not requrred for approval of thrs ﬁ%‘ -

Human warnings are prov1ded on the product fabel as follows “Keep thrs and all drugs out of i
the reach of children. Not for human use. Wash the slcln with soap and water and flush eyes
with copious amounts of w act O with water and drink plenty of

1 0cCurs. ’Contact a physrcxany"r ‘accrdental eXpOsure occurs by any
route (dermal, oral or mj ectron) ”

data demonstrate that Neutersol® (zinc gluconate neutralized by arginine) Injectable o

,,,,,,,,,,

Solution for 3-10 month old male dogs, when used under labeled conditions of use, issafe

and effective for chemical stenhzatlon B

The drug is restricted to use by or on the order of a hcensed vetermanan because professronal
expertise is required to properly admmrster the mjectron prescn e chermcal restramt if
needed, provide adequate instructions for post treatment care, and to momtor the safe use of
the product, including treatment of : any adverse reactlons
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Under section 5 lZ(c)(Z)(F)‘(iﬁ‘bf the FFDCA,tMsapprovalquahﬁes for FIVE yearsof
marketing exclusivity beginning on the date of the approval because no active ingredient of the

new anitnal drug has previously been approved.

Technology Transfer holds the following patents.
PatentNo. = Expiration B
497234 0sh0i0s
5,070,080 01/30/09

6. Labeling (attached)

Vial Label
Carton Label
Package Insert e e
Client Information Sheet =~ ‘
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NEUTER’SOL@LAInj'eci able Solutlon

(Zinc Gluconate Neutralized by Argmme) o

- Chemical Sten ant

by or on the order of a licensed veterinarian,

DESCRIPTION

Sterile intratesticular 'mjeetéble" aqueous

solution containing 0.2 M zinc gluconate"'
neutralized to pH 70 wnh 02 M L-argmme"”

- (13.1 mg zmc per mxlhlxter)

Active Ingredlent
Each mL contains

Zinc as Zinc Gluconate v 13,1 MG

Other Ingredients. '
L-Arginine ... e eeeinen 348
Water for Injectxon...'.;'...y......s, ..... qs
HCl to adjust to pH 7 '

INDICATIONS

Neutersol® InJectable Solutton is mdlcated for | |
onth old male

_chemical sterilization in 3 to 10
dogs.

DOS’AGE'ANI’)“”ADMINI& \
Food should be withheld for 12
mjectlon to help prevent von‘ltmg

The drug is admm1stered as on""'e” injection per
testicle. Dose is based on testicular width (See
Table 1) and is determined by measurmg each

testicle at its w1dest point using the caliper

provided.
Table 1: Dose Corresponding to Tg___gular Wndth -
" Range of Testicular Width | Dose Administered
(mm) - mL
012 | 02
13-15 N
16-18 : 0.5
1921 | 07
22-24 .08
25-27 L0

Procedure

.- Observe the proper testxcular measurement and'

ff;,}mjectron techmque as demonstrated in the

Caution: Federal Law restncts thxs drug to use _Neutersol® Injection Procedure video.

hours prlor to -

*Test:cular Me urement’ o

o fand then,shde the mler untll it rests gently

- agamst the testncle

"'mea’surement bynotmg the position of the
‘indicator line on the sliding ruler. If the

- mdncator line exceeds the dosage line, use -

. the next hxgher dose (See Dlagram A)

indicator line does not fall on or beIow the
‘minimum_ position marked on the cahper
k(See Dxagram B).

5. The testicle is too large for mjectlon e

indicator line falls beyond the maximum
-+ position for the 1.0 mL dose marked on the

cahper (See Dxagram C)

" Diagram €

DiagnmA  DiagramB

Injection Procedure:

1. Chemical restraint should be considered to
prevent the dog from- movmg during
injection (See Warnings). :

2. Use two syringes--one’ syrmge for the dog’s
right testicle and one syringe for the dog’ s
left testrcle __’Each testlc,le, should be injected



100 insulin syringe with 28 gauge,
needle for injection of Neut

Larger gauge needles may cause drug o
(See

~ leak from the

mjectron site
Warnings). | »

3. Position the dog SO that it is lymg on its
“testicular measurement an,d

back for
1ntratestlcular injection.

4. Use the caliper prov1ded to' measure the

width of each testicle at the widest point
and determine the dose for each testxcle
(See Testicular Measurement)

5. Withdraw into each syringe the correct

with a separate sterile nee dle Usealcc U— L

 Testi

Epididymis

‘Ductuli
Efferentes

\{ Epididymis

dose of Neutersol® to be injected into each"“ o
testicle according  to _ testicular :
measurement ’

6. Prepare the scrotum w1th an appropnate I
disinfectant. Avoid use of alcohol as lt;’f o )

irritates the scrotal skin of some dogs.

7. Hold the testicle firmly in one hand (donot
squeeze) and use the other hand to hold the
syringe filled with the dose for that festicle.
Pull the skin tlghtly over each testicle fo

avoid injection into the scrotal sac or into

the scrotal skin (See “Warnmgs) Insert the

al portion of the A history of allergic reactlon to any of the

needle into the dorsal crani
testicle beside the caput (head) epididymis
(See Dlagram D)

- 8. Inject slowly

injection site (See Warmngs)

9. Do not use excessive mjectxon pressure to
force the drug into the testicle. If resistance
is  felt, dlscontmue f the

cannot be safely used in thxs dog

e

. then the right testicle t
~and re-mjectmg the same te ticle.

Rapld mJectton may"“
stimulate contraction of the seminiferous

tubules and cause drug ' to 1eak ﬁ-om the ,WARNINGS

injection
lmmedtately Do not re-inject. Neutersol® .
~oceurs,
10. Repeat the procedure for ‘the remaining accid
testicle. It is recommended as standard
procedure to inject the left testicle first and
oid confusion -
technique and post inj
critical to the safe use of Neiitersol®.

~ VasDeferens

: Dlagram D LRI

‘Do not use Neutersol® in dogs with:
.o . Undescended testicles (cryptorchid)..
e A disease or malformation of the testicle

- (including fibrosis of the testicles or
... epididymides).

- components of the drug. -

e Pre-ex1stmg scrotal irritation or dermatitis,

Human Wammgs

use. Wash the skm with soap ‘and water and

- flush eyes with copious amounts of water if

contact occurs. Flush mouth with water and

drink plenty of water if accidental ingestion
Contact a physxcxan in cases of

posure by any route (oral, dermal,

:Ammal Safety Warnmgs Proper mJectlon 'k
tion care are

e

" Do not inject Neutersol® into the scrotal sac

BT ,

Keep this and all dmgs .
out of the reach of children. Not for human =~

: fand the scrotal skm actlvates collagenase

skin. Con ct between ‘the drugﬂ



enzymes, ~which may result m scrotal
irritation, dermiatitis, ulceration
Chemical
necessary, to prevent the ‘dog from movmg

during the injection.

drug from the injection site use only a 28
gauge I/Z‘InCh needle, “uect Slowly andw S

6. In dose determination and field studies, the

immediately stop the mjectlon if you feel
resistance. Do not attempt to re-mject

Neutersol® if you feel resistance to the =

injection. If you suspect that the drug was

‘injected lmpl‘operly into the scrotal sac or o
has contacted the scrotal skm, t‘h? dog should

_be closely monitored for u
injection for local adverse reactions.

Do not allow dogs to bite ol o Tick the scrotum

_mecrosis.
restraint sho Jd "be used, if

To avoid Teakage of B
~ the correct procedure in order to minimize

7 days post- |

PACKAGE INSERT

5 Obtain an cc'ukrate

‘provxded and the dose’ correspondmg to

testicular measurement. Both testicles must o

be injected with the appropriate dose usmg

‘fadverse reactions and achieve sterility.

most serious cases of scrotal irritation and
k ulceration occurred as a result of i improper
injection technique or were associated with

to the owner. Detailed
_instructions on proper care post-mjectlon
should be provided to the owner via the
~ attached Client Information Sheet (CIS).

_after release

after m|ectlon. Momtor_dogs closely while

in the veterinary facility
days followmg release
facility for signs of s
Leash walk only and

“may “result in k
ulceration or necrosns. : ite ien
Information Sheet to eac k chent for proper
care post-injection, . ' ,

'and ‘for_ at least 7/;'

_ADVERSEREACTIONS
‘In a field study with 270 dogs, Neutersol®
L caused both local adverse reactions at the

__injection site and systemlc reactions (See
Table 2).

iNeutersol® injection was “observed to be
_painful in 2.6% of 270 treated dogs. Six dogs

- vocalized and one dog klcked followmg' ‘
‘injection, Apparent scrotal pain post-mjectxon S
most commonly reported local

e

Do not inject Neutersol® more tha once t

PRECAUTIONS .
. To avond 1mtatxon to the

“not shave or clip the scrotal _hair. Use ajf‘
nonalcohohc dxsmfectant as an aseptxc '

agent. ,
2. Use this product only in healthy male dogs
~ following a thorough examination of the

scrotum to ensure the scrotum is free of

skin irritation and ulceration and ‘thai ’”bo th
 testicles are descended
determmed by dxgltal palpatlon by the
examining veterinarian. =

3. The safety and effectiveness of Neutersol®
~ has not been established it dogs less than3

" Months of age or in’ dogs greater than 10
Months of age. '

4. Do not use if the testicular wxdth is less than

10 mm or greater than 271 mm.

reaction (%.3%7
' "'f.the ﬁrst

crotal skm do ,».The

“reactions to the Neutersol® injection were :

“neutrophilia (6.3%), vomiting (44%), anorexia

"(4.1%) and lethargy (2.2%). These reactions

~were typically seen within 7 days of the

and normal as

‘measurement of
“testicular  widths by “using the caliper

_the dog biting or licking the injection site

most ?equently seen during
days ‘

most commonly reported systemic

injection.  However,. vomiting was most
commonly seen on the day of the mjectlon,

_between 1 minute and 4 hours post-injection.
- Six of 10 dogs that vomited did so more than
~ once during this penod Withholdmg food for
12 hours prior to mjectton may prevent this
‘ from occumng ‘

gyThe most severe reac’uons occurred when dogs
bit or licked the scrotum followmg mjectton -

(See Warnmgs) “These severe reactions were

4 .seen in < 1% of 270 dogs One dog was ’
i "_retumed to the chmc on Day 3 f‘or an ulceratedw -

post-mjectlon



therapy The second dog w \pOrted with a
perforated scrotum and a severe scrotal
infection on Day 17 post-injection. The dog had

licked and chewed through the scrotum down to
the testicle. Surgical castratlon’ ‘and scrotal

ablation were performed.

‘Table 2: Adverse Reactions

k Percent

Adverse Reactions | No. of Ammals
(n = 270) (%)
Reaction Upon Injection
| Vocalization 6 2.2%
Kicking =~ 1 0.4%
T ocal Reactions —
Scrotal Pain® 7 | 63%
Scrotal Irritation 3 1.1%
Biting and Licking 2 0.7% _
Scrotal Swelling 2 0.7%
Scrotal Irritation 2 0.7%
|_and Dermatitis S
Scrotal Ulceratiol "0.4%
Scrotal Infecg 04%
Dry Scrotal Skin | 04%
Scrotal Bruising | 1 S 04% |
Preputial Swelling | 1 = 04%
Scroté'lgofe‘ T - 04%
Neutrophilia s
Vomiting** 4.4%
Anorexia - ] - 4.1%
Lethargy 6 2.2%
B e o T T
Leukocytosis 2 0.7%

mjectlon

**Ten of the 12 dogs vormted w1thm 1 mmute and4
hours after the mjectlon V

To report a suspected adverse reactton, ca]l 1-
877-638- 8377

INFORMATION for owNER Q,,rﬁfPERSON
TREATING ANIMALS

Transient testicular swellmg s an expected’”

270 dogs that started the ‘study,
~ “the study to ‘Month 6 and were included in the

reaction 'to the injection. ‘Field and dose ¢ﬁ'¢§tlY§n¢$$,,_evalu,a,ttqn Semet! ,anarlk){se‘sk were

“determination data_indicate ‘that the swelling

“begins 24 hours post-mjectron and peaks at 48
By 1 Month post-

hours  post-injection.
injection, most testicles wﬂl be atrophled

" "Normal Semen Values:

“However, the degree of atrophy will vary
. mdxvrdually ‘and there may be varrabrlrty k
_between the left and right testicles of the same™
'dog This should be consrdered an expected: -

kresponse to the injection. o

v ;’Neutersol® may not krll sperm present at the
_..time of injection. ‘Therefore, keep treated dogs
away from females in heat for at least 60 days, ’

post-injection.

Unlike surgical castration, dogs treated with
Neutersol® become sterile without removal of
the testicles and, therefore, testosterone is not
completely eliminated. Diseases which occur as
a result of or in conjunction with testosterone -
hormones = (prostatic disease, testicular or

- perianal tumors) may not be prevented.

As with surgical castration, secondary male =
characteristics (roaming, markmg, aggressron,

or mounting) may be drsplayed

CLINICAL PHARMACOLOGY

-Neutersol® is a necrotizing agent that has a

local effect when injected into the testicle.
Based on htstopathology, one or more of the
following events ~oceur after injection of
Neutersol®. :
o Atrophy of the testicles, epididymides,
© seminiferous tubules, and prostate gland.

*Most scrotal pain was ,epomd on ﬂ,e ﬁrst two days after ‘& Scar tissue formatxon whnch prevents

movement of sperm |
'*’(‘tubules to the eprdrdymls

g;The effectxven' ,s_jof Neutf; ':so 'f“,‘was evaluated |
~in a field study of 270 male dogs of various

n3-10 Month

age. Of the
24 "éompleted o

Sperm concentration: 200-1000 X lo‘lejaculate
. Semen volume: 1440 mL/ejaculate
‘Spermatozoa motility >70% with progressive forward motility



50

conducted at 2, 6 and 12 Months post-mjectlon
~ Dogs had to be aspermrc : azoospemnc3

necrospermic®, or ohgospern‘nc at the Month 6
evaluation to be considered a treatment success.

One injection of Neutersol® in each testicle

‘produced successful chemlcal stenllzatron in

223/224 dogs.

One treatment farlure occurred in the ﬁeld‘
study. The Month 6 semen analysxs for one dog ‘

~revealed 100% motrhty

and i it EETp
concentration of 165 mxlhon

" were sterxle at Month 6 and therefore deemed'

treatment successes, had sperm at mont
~ One dog was azoospermic at Month 6 b

Month 12 was ohgospermrc ( 19° million sperm)f“
with 100% motility. The second dog was

~oligospermic (10 million sperm) with 50%
motility at Month 6, but at Month 12 had a
sperm concentration of 49 mrlm’:on,_f_
motility. ‘

vith 80% !
S “second mJectrons ax, 1. ,
‘pam at 24 hours aﬁer the second 'njectlon’ B

In a dose determmatxon study, 30 male Beagle )

dogs, 6 Months of  a

‘were treated with a placel)o All dogs were -
exposed to untreated females in heat during the

(2X). There was an incr

were mjected ot the injection as the -

“Neutersol® and followed for 2 years. Ten dogs

" ANIMAL SAFETY
" Twenty-four Beagle dogs were assigned to 4, -
~“groups' (6 dogs/group) and were injected with
““placebo or 1X, 1.5X or 2X the recomme; nded
“"dose (volume) of Neutersol® in each testicle on

“compared to the control group throughout the“ -
dose determination study. However, there were
~dogs in all treated groups that hadt o
“levels similar to those for the
"f’iMonths 1,3,6, and 9 and from 12 to 24 months
~post-injection, By Month 24, the testosterone
 levels for all but nine of treated dogs wei -

- same range as control dogs ‘

““‘days 0 and 14. The followmg adverse i injection
** site reactions were dlsplayed mild d ,
~ when sitting down after the first injection (1X,
“1.5X and 2X), drfﬁculty walkmg 24 hours aﬁer, '

“the first injection (1 dog in the 2X group),
swelling at 24-48 hours after% the first and

2X) and scrotal

- increased and as the srze and consrstency of -
- the testicles changed in the 1X group aﬂer the

: ﬂrst mjectron :

first 12 Months. Seven out of the 10 dogs in the
ocontrol group mated w1th the females and 100%

Pt ]
Neutersol®-treated dogs up to 40%

the females and 0% resulted m pregnancy Two ’ 4

B

resulted

inseminated using one of the dog s semen buta

pregnancy did not result

»er of the dogs developed scrotal irritation,
- dermatitis  or ;
‘injection. Two of these dogs developed mild
scrotal irritation (1.5X group) or dermatitis.

_necrosis post-Neutersol®

mfort it

. _(2X group) within 3 days of first and second o
.injections, respectxvely Four dogs (1X, 1. 5X,
- 2X) developed more serious scrotal lesions

- (scrotal dermatitis with pumlent drscharge and
- necrosis), including one dog that requxred :

to necrosns‘ of
',”fapprox1mately one-half of the scrotal length,

surgical castration due

lower in the groups‘ trea'tedwith “Neutersol® injection (in

2 Aspermla No semen ejaculated
Azoospemua = No sperm in the ejaculate
4 Negrospermia = Sperm in the ejaculate "motxonless/dead
* Oligospermia = Sperm concentration fess than 20 X 10°
(for purposes of this ficld study)

the 1r " procedure, 1 "dog with a pre-
exlstmg scrotal skin lesion and 1 dog where
the injection was admmrstered desplte strong

~ resistance to the injection, Housing conditions
: post-mjectron (wet cement ﬂoormg) were also

injection and -
the second m]ectlon) These -
d in 2 dogs that moved durmg o
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con51dered a contnbutmg factor in the

Warmngs)

STORAGE: Store at controlled room
temperature 15-30°C (59-86°F).

HOW SUPPLIED: ' NEUTERSOL®
Injection is supplied in 2 mL sterlle vnals

USs. Patent Nos. 4,937,234, 5 070 080

Manufactured by:
Mendlan Medxcal Technologxes Inc ‘
Columbia, MD 21046 US A

for:  Technology Transfes .

) - Columbia, MO 65203 US.A.

Distributed by: ? T
Addison Blologlcal Laboratory, Inc e
Fayette, MO 65248 USA
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Neutersol® ® (pronounced nii- tur—saul”) Injectable Soiutlon for Dogs A S e

(ch gluconate neutrahzed by Arglnlne) o

For chemlcal sterlhzatron in 3 to 10 month old male dogs B

This summary contains 1mportant information about Neutersol _You should read this

‘information before your dog is injected with Neutersol This sheet is provided onlyasa -

summary and does not take the place of i 1nstruct10ns from your veterinarian. Talk to your
veterinarian if you do not understand any of this 1nformat10n 1f you want to know more, or
have questlons about Neutersol

What is NeuterSol®?

Neutersol® injectable solutlon isa prescnptlon product used to sterilize male dogs 3 months

to 10 months of age. Neutersol® is glven asa s1ngle 1nJect10n into each testicle. The
injection should be gwen onfy by a hcensed vetennanan ora person tramed in the proper
injection technique. '

What happens after my dog is mJected w1th Neutersol®‘7

The effectiveness of Neutersol® wa trated ina ﬁeld study In this study, 99 6% of
the 224 dogs injected became stenle Neu ;® may not kill the sperm present at the time
of injection in dogs. Therefore you should keep your dog away from females m heat for at
least 60 days after the i inj ectlon

not ehmmate male behavror such as roammg, markmg, aggresSro or mountmg in dogs

What to tell/ask y your vetermarlan before your dog recelves Neutersol® -

o The risks and beneﬁts of usmg Neut ersol®.

Any medical problems or -allergies that - your dog has now or has prevmusly

experienced in the past.

o All medications that you are g1v1ng your dog or plan to nge your dog, 1nc1ud1ng thosel '
' youcan ‘get withouta prescnptlon , -

What are the possible s1de effects that may occur m my dog after : a Neutersol®
injection?

Neutersol® may cause some 51de effects. Local and systemlc reactlons were observed in the
field study



Local reactrons mcluded testleular swellmg (normal reactlon to t

resist sitting or may sit with both hind legs open), bltmg and llckmg t the scrotum, swelling of -

the prepuce and irritation, dermatitis; ulceration, mfectlon dxyness or brursmg of the scrotum.

Systemic reactions included an increase in the whlte blood cell count vommng, anorex1a (ossof

appetite), lethargy (tiredness ¢ or abnormal attltude) and dxarrhea

Most reactions were seen wrthm the first 7 days aﬁer the mjectron Pam was most
in the first 2 days. Vomiting was most commonly seen on the day of the mjection (
and 4 hours after the mjectxon) You should wrthhold food for 12 hours pnor to mjectlon to help""
prevent vomltmg

Mild, temporary swelling of the testicles is an expected reaction to the mjecnon which you will

notice within 24 - 48 hours afte hemjectlon Your dog’s testrcles may remain slightly enlarged '
but non-pamful for a few months after the i mjectlon

To report a suspected adverse reactlon call 1- 3

What is proper care posﬁﬁ“ﬁiééﬁ on? 5

To minimize the occurrence tions, such as scrotal rmtanon, mflammatlon or -

infection, it s critical that you closely monitor your dog’s activity post-inj ection and that you take

all precautions necessary to prevent injury to the testlcles and to prevent your dog ﬁom lxckmg or -
biting the scrotal area.

1. Restrict your dog s exercise to leash walkmg

2. Do not allow your dog to run, jump, or engage in play actxvzty
3. Do not allow your dog to lay on hard or wet surfaces N

4. Do not allow your dog tollek or blte the scrotal area

You should contact your v

arian 1mmed|ately if you notlce that your dog is bltmg or

licking the scrotal area or if you see any signs of redness, dxscharge or broken skin in the I

scrotal area.

Manufactured by: 'Mendlan Medlcal Technologles Inc &
Columbla,MD 21046 USA.

for. ,Technology Transfer Inc
e Columbla MO 65203 US A

Distributed by: "Addlson BlOlOg‘cal Laboratory, Inc
R Fayette MO 65248 USA



