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A-DA 141-040 

Di..iRALEASE 
A/ficroen caps u lated Estradiol Benzoate 
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(Estradiol Benzoate) 

For increased rate of weight gain i~ suckling beef calves an d for increased rate of weight gain 
and improved feed efficiency in steers and heifers fed in confinement for slaughter. 

D[TRAt.,EASE label. In addition it updates the dosage administration for suckling beef 

This supplement provides for the addition of the stickliug beef call' indication "For 
increased rate of weight gain," originally approved under NADA 141041, to the 

calves to 0,5 mL (10 mg). This supplement also provides for a change in the indication 
and dosage to allow use for increased rate of weight gain in steers fed in corafiueaiein 

for slaughter, previously at: 10 irag (O.S u-L) to 20 mg (1d0 mi .) . In addition, this 
supplement also provides for a new ld mL vial size. 

Sponsored by : 

PR Pharmaceuticals, Inc 
1716 Heath Pkwy. 

Fort Collins, CO 80524 
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FREEDOM OF INFORMATION SUMMARY 

DURALFr4.SE (estracliol benzoate) 
Alicroeneapsulated Estradiol Benzoate 

Suspension Implant 

1. GENERAL INF®R1V1A 2"I®'11r, 

File Number : NADA 141-040 

b. Sponsor: PR Pharmaceuticals, hic, 
1716 Heatla Pkwy, 
Fort Collins. CO 80524 

Di-ug t.abeler CJode: 067210 

Established Name: Estradiol beiizoate 

d. Proprietary Name: D1,rR_AL,EASE 

Dosage Forrn : Suspension implant 

f. How Supplied : 50 znL. : Each package contains one vial of 
1000 mg estradiol benzoate in 
THERAPHASE !nicrospheres and one 50 
znL vial of sterile diltient for suspension . The 
entire package constitutes 100 x 10 mg doses, 
or 50 x 20 rng doses of estradiol benzoate . 

10 znf, : Each package contains one vial of 
200 mg estradiol benzoate in THEKAPHASE 
microspheres and one 10 mL vial of sterile 
diluent for susp°nsion . The entire package 
constitutes 20 x 10 mg doses, or 10 x 20 mg 
doses of estradiol benzoate . 

h. Atnount of Active Ingredients: One nYL dose contains-'20 mg estradiol 
benzoate . 

Route of Administration : Subcutaneous injection in the ear only. A 16 
to 20 gauge needle with 45° bevel is 
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k. Recommended Dosage: 

1 . Pharmaco logical Category : 

m . Indications : 

recorninended . 

Suckling beef calves and steers and heifers 
fed in confinement for slaughter . Do not use 
in ~~~eal calves, calves intended for 
reproduction', or calves less than 30 days old . 

For increased rate of weight gain in suckling 
beef calves administer 0.5 mL (10 ing~ . 

For improved feed efficiency and increased 
rate of vvcight g air_ in steers and heifers, 
administer i rnL (20 rrtg). 

Steroid lion-none 

For increased rate of weight gain in suckling 
beef calves and for increased rate of weight 
gain and improved feed efficiency in steers 
and heifers fed in confinement for slau(yliter . 

Effect of Supplement This supplement provides for the addition of 
the suckling beef calf indication "For 
increased rate of weight gain," originally 
approved under ivADA 141041, to the 
DLTRAI.EASF: label . In addition it updates 
the dosage administration for suckling beef 
calves to 0.` mL (10 n-kg) . This supplement 
also provides for a change in the indication 
and dosage to allow -use for increased rate of 
weight gain in steers fed in confinement for 
slaughter, previously at 10 mg (0.5 mL) to 20 
ing (1 .0 mt) . In addition, this supplement 
also provides for a r.e,~v 10 mL vial size . 

No new effectiveness data are required for the approval of this supplement . The product's 
effectiveness in suckling beef calves has been established in the Freedom of Inforniation 
(FC7I) Summary for the parent new animal drug application for CELERIN t:'. (NADA 141041) 
dated June 25, 2003 . The product's effectiveness in steers and heifers fed in confinement for 
slaughter has been established in the Freedorn of Information (FOl) Summary for the parent 
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new animal drug application for CELERIN (DURALEASE) (NADA 141040) dated 
June 25, 2003 . In the June 25, 2003, approval, increased rate of weight gain in steers fed in 
confinement for slaughter was approved at the 10 mg estradioi benzoate dose. Since 20 
was equally effective as 10 mg for increased rate of weight gain in steers, the current 
supplement also provides for a change in the indication and dosage to allow use for increased 
rate of weight gain in steers fed in confinement for slaughter at the dose of 20 mg. Since the 
10 and 20 mg doses were not statistically different for increased rate of weight gain in steers 
fed in confinement for slaughter, the DURA-LEASE label carries the following statement : 
"Note: In a clinical study evaluating 0, 2.5, 5; ID, and 20 rng ofD UR`1;EASE in heifers and 
steers fed irc confinement for sdaughter, the 20m- dose ivc~s nr~t ~~i~`erent from the 1U nag dose r or increased rate of weight gain in stee?-s . " 

Improved feed efficiency in steers fed in confinement ent for slaughter, originally approved at the 
20 mg dose, remains in effect . 

3. TARGET ANIMAL SAFETY. 

No new target animal safety data are required for the approval of this supplement . The 
product's target animal safety in steers and heifers fed in confinement for slaughter has been 
established in the Freedom of Information (FtlI) Summary for the parent new animal drug 
application for CELERIN (DURALEA:SE) (NADA 141040) dated June 25, 2003. The 
product's target animal safety in suckling beef calves has been established in the Freedom of 
Information (F©1) Summary for the parent new animal drug application for CELERIN C 
(NADA 141041) dated June 25, 2003 . 

No new human food safety data are required for the approval of this supplement . The 
product's human food safety in steers and heifers fed in confinement for slaughter has been 
established in the Freedom of Information (F©I) Summary for the parent new animal drug 
application for CELERIN (DUIZ<EASE) (NADA 14140) dated June 25, 2003 . The 
product's human food safety in suckling beef calves has been established in the Freedom of 
Information (FOI) Summary for the parent new animal drug application for CELERIN C 
(NADA 141041) dated June 25, 2003. 

5. AGENCY CONCLUSIOVs: 

The data submitted in support of this N~DA satisfy the requiren-lents of section 512 of the 
Federal Food, Drug, and Cosmetic Act and 21 CFR Part 514 of the implementing regulations . 
The data demonstrate that estradiol benzoate when administered at 20 mg/mL is safe and 
effective for the claims indicated in section 1 of this FCI Summary. 
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This approval does not qualify for marketing exclusivity under section 512(c)(2)(F)(iii) of the 
Federal Food, Drug, and Cosrnetic Act . 

Pursuant to 21- CFR 514.106 (b)(2)(i), this supplemental NADA approval is regarded as a 
Category II supplemental change which did not require a reevaluation of safety and efficacy 
data in the parent NADA. 

The Center for Veterinary Medicine has concluded that, for this product, adequate directions 
of use by the layperson have been provided and the product will have over-the-counter (OTC) 
status . Label directions provide detailed instruction in plain language . The drug product is 
not a controlled substance . Thus, the drug product is assigned OTC status, and the labeling is 
adequate fbr the intended use. 

Estradiol benzoate is under the following U.S . patent numbers: 

U.S . Patent Number Date of Expiration 
5,288,496 _ F'_ebruary ~"2, 2011 

^ 5,401,507 
5,427,796 

March 23, 2012 ----- I 
F-ebmary 22, 2011 

Facsimile Labeling is attached as indicated below: 

Inner Carton Label (1 x 50 mL) 
Vial Label (DUIZALEASE - 1000 rng estradiol benzoate 
Vial Label (50 nzL sterile diluent) 
Case Shipper Label (10 x 50 mL) 
Package Insert (1 x 50 mL) 
Inner Carton Label (1 x 10 mL) 
Vial Label (DURALEASE -- 200 riig estradiol benzoate 
Vial Label (10 tnL sterile diluent) 
Case Shipper Label (10 x 10 rnL) 
Package hisert (1 x 10 mL) 
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NOM/Name . 
NARKl'TZNG*dp* 

Use PANTCNE MATCNINB SYBTEM 
for an accurate color representation. 
Se r6f6rer au d;t°SfEME iAIANZiERB 
PANTONE pour fe rendu adequate . 

Date + signature: 

[] Dlelln® + Dimensions 
[] Text + Component No . 
[] spechlc ewes: ; 
O RA Codes O earcodes (Galv/uPC) 
O product No . ()Medal Address 

!YlBcco®rocapgulaW SatsadBot Benaoaltee 
3uspnnalon Impiesxt 

for 3uoldlnp 8w CAN" 
For Stem and HsfPors Fed In ConNrwrnart iYx SIaugh1er 

menuFa:ha»ti by e non-e9er6tanp pracaas 

ContNim 1000 ml; of uatradlol bwn.oate 
to be mixed w~ttn 50 rnl of rNluent!wnsperealnn . 

0 Dielfne + Dlmenslons 
~ rezt + Component 7rfo . 

Spedftc Codas 

ft" for s~ ~p ~p ~~c 

SPECIAL 

Ry7C7£FSAR+cso 

'lfWa'7~~7~VCf Ii~IYe~ 

TJ yltiPlt ~f;u I;~t;f i~l !i; ;~ti ; iJ41; i~i2 1DIIUL'vi ;z'y+ ~vwa: 

-HAS 316 iED°%u sCiCvrl of Fl'saCiC 
---Kii'S 326 

O RA Codes O 9arxdes fGMP/Ui4j 
O Product No. Q Medal AArldmn 

slpnatelrr posu/RevleWlr far 

PRP RE46ULA TORY 
Nom/iVarre : 

SJIInlbtIiJr+ pour/RevJe~ 

REGr1U.A1 TORYm 
NomjName: ONLY RCAi)AE1&.[ 90DIFTCATIONS WILL 

Date + signature : 
P'tEtF : Numbered typed texts (wo~r~d/ematl) 
mbered "POST-17° with Acrobat ( ) 
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CCEPt tES : Textes nalsls numErotBs word/emali) 
u "POST-t1"' num6rotds sous Acrobat . ( n ) 

'No approved for eavktradoft;m+e,iv4a11xhrn . 
1'ae da;.rrr ~et'orr DO~"ttn :~6P~dA dbi! ¬er d . 

Slyepqlre paur/Rtrtewer for 

Date + signature: 

$lgTloftlrb pOt1rtRC1YftwOr 

P12aP QUAL1'TTI'` 
Norn/Name: 

Date + signature : 

slgnattqlm pouriltrrraexvW for 
PRP PRODUCT MGT 
A+om/ftrr»e: 

Date + signature: 



STERILE DILUENT 
For Use With DURALEASETM 

MicroenGapsulated :Fstrseilol Benzoate 
Suspension Implant 

slpnatelrd pour/IRqlQevwr for 

ItilAftKLVTZIVG *dpt 
Nom/Name : 

.r,hnrtalnr per,rpJRavlewer R 

60 rnL for suspension 

. :°T. 

SPR~'rlAL . I1liSTRUCMN5 

-pe~~~ a r s i~e- ' P 
e S ® . .~ ~p . 1 

ONLY 7dk:ADAH9.E MCDDY§=tCATm't7Nr WfL= 73a' 
ArCc P'YEE; : Numbered typed texts (word/email) 
or numbered 'POST -IT" with Acrobat, ( [9 ) 
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Date + signature: 
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Nom/Name: 

Date + signature: 
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ou "P0STTT°' num&rotAs sous Acrobat . ( ~$ ) 

PRP P#tODUC l 
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~~or~fo®o~rse - 
'°' (estradiol benzoate) 

Size: 5OnlL A6rXOt>etcepslleMd FatruW 
Suspension IMPIMA 
MarttAeahrod by s nor~-s~ttg 

For Use In Animals Only 

DESCRIPTION: Dural contains 20 mg eslradlol benzoate per 1 mL 
dose or 10 mg par 0.5 mL dose, Each dose consists of a suspension of 
programmed release TheraphaesdC microspheres. The mlaoapheres hue 
been designed to releass a9tradol benzoate at a controlled ratio In order 
to Increase rate of weight gain end Improve feed ak4klency. 

This package consists of two vials, one vial cuntslnmg estradloi benxoato 
mlcrnispheree (powcier) and one vial containing diluatnt. 

The Durelesse"' vial contains eetradlol bsnzoate in 85 :1£ Poly 
D,L- Lactide Polymer. 

The diluent vial consists rof carboxyrnethytooiluiuso sodium, USP 2.5%; 
rnelhylpareben, NF 0 .18% ; water for Injection, USP qs . 

Addition of the dlluent tc ft powder results In a suspension ready for use. 

INDICATIONS., DurslsaserO (satradlol bertzoaYe) Is Indicated for 
Increased rate of weight gain In suckling bad calves and for Increned 
rate of weight gain and Improved feed efficiancy In atears and heifers fed 
In cortfinarnerrt for slaughter. 

Do not uae In veal calves, cplvss Intended for reproduction, or callm 
Iass ifamn 30 days old. Effectiveness and animal selfety In 
clams of cattle, hove not been established, 

tNG7AWTIONl3: Fteetraln tt* Aninrt. 
Accuracy of adnhiatratlon ea well 
as eatety ac hxnc'Iaw h beat 
achleved by resiralrdng nrnfnid In a 
vaeze dute using head restraint . 

Praparm the Admuflebsflon 
Scnab th® bed®Ids of the ear 
(adm!Newtlon site) ustnp a topical 
gamlcklst sohftian. 
AslmtrYsEtarJon BRa. 
1 dome ehculd be admU,l¢teted 
beneath e4 Akin In the bOOLads of 
Or: rnlddls one thhd of the ear as 
illustrated In the drawing. Location 
toe Insertkrn of tne needle is e point 
,.car ft i.l? of the ear and a e»edro 
length ewey'A'om the intended 
dspositton site . Avoid Infuring the 
Isr,te arWee, Vane and cartilage of 
into Oar. Dgans®ao to Nab tf;ood 
vesala may cause Wes of the 
administersd do". 
ceewrt tna N,ad+.. 
FwrBy grsep the bar with one henc 
wlth th® aa,or hand, insert needs 
point thrcuQuh the eldr, and ease 
4orwerd ars e labrel plane uttitl the 
length of Nu9 nsedla Is under the 
Wdn. Adminlater 1 dcae . 
Pest Ae6mktlstrsdon. 
Ranovg iho '4"s and Pat* 
tnumb on the point of the needle 
mortion site . Canthwa to eppty 
Mee++ro am you Nlds your thumb 
forward frum the Point of insertion 
dFeperelro,l the ifidd wWw the kin . 

DOSAGE AND ADMINISTRATION : Important - Read and follow 
Instructions as Illustrated using cerafut aseptic teayique . Never take short 
cuts at the expense of cleanliness. 

For Increased rate of weight gain In suckling beef calves admlnlster 
0 .5 mL (1 D mg). 

For Improved feed efficiency and Increased rate of wa4ht gain In stem 
and halters fed In confinement for siaughter, adrrninlster 1 mL (20 mg) . 

Note : In a clinical study evaluating 0, 2 .5, 5, 10 and 20 mg of fJPadease in 
heHers and stem led In canflnement for slaughter, the 20 mg do" was 
not different from the 10 mg dose for Increased rate of weight gain in 
ateera. 

Administer 1 dose of the suspension euboutanscush; in the em only. A 
1B to 20 gauge needle with 46° bevel Is recommended. 

Agitate the suspension between admlnlatratlon of doses. 

Administer the product with a aultebla muRl-doae syrlnge. 

MIXING INSTRUCTIONS: Using normal precautlone for atorillty and 
safety, withdraw 60 ml of the Ilqukd dlNmrtt Into a transier syringe . Empty 
contents of transfer syringe into glaas vl®1 containing the po",vdex Mlx 
diluent and powder until all product la suspended. Once mixing has 
occurred, the "pension should ba used within 72 hours, Storx under 
refrigerated temperatures between 38' and 46`F (2° and 8°C). Riotd heat 
and direct sunlight Exposure to excessive heat and direct sunlight will 
damage product Integrity. 

Do not dose the animal using the transfer aydnge or needle. 

WARNING : Adrnlnlater the stmpansic+rt aubcutaro-souaty in the 
ear only, Arty othsr IocaOOn Is In vIDIaUCer of Federal Law. 
Do not attempt to salvape this site fcrr animal feed or 
human use. 
A withdrawal period has not bacn es4atelfshed for this 
product In pro-rumlnatlng cah" as . Do not use In calves to 
be procsased for vee1 . 

111e Material Safety Data Shest (MSDS) contains rn.ore detailed 
occupational safety information. To report sctmn9me effects, obtart an 
MS3S or for aeslsisnes, ccntact Mortal et 1-888-t§37-4251 . 

ADVERSE REACTIONS: In clinical studies, no significant adverse 
reactions wers Observed. 

PAECAUTiON : Inadvertene. Intre-arterlal ;njectior- 
of 
so~0ens intsnded for 

subci,taneous Injectton In tii9 1'ovira at,r may utusa sudden death. This 
effect has not been studied for this product . 

Stem under refrigerated temperaturoa between 30' and 46'F (2' and 8*Q . 

Avoid heat and dnect Buniigttt. Exposure to azceeeNe heat and direct 
aunllght wil! damage product Integrity. Suspension should be used within 
72 houns . 

HOW SUPPLIED,. Each pack" contatlFS one AN of 1000 mg estradlol 
benzoate in Titeraptwse® rMcrnspheros and one So mL vial of sterile 
dlluent for suepertslon . She entire package constitutes 100 - 10 mg doses, 
or 50 - 20 mg dosea of estradlol benzoate, 

Manufactured by. Distributed by! 
PR PhannacautJcsia, Inc. Medel LmBed 
171 e Heath Paricway 3239 Satsliite Blvd, 
Fort Collins, Colorado B0525 Duluth, GA 300W4840 U .S.A . 
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~~~rrr~a~,~~~~~M 
(e$tradio! benzoate) 

Sift. 10 ML EavadiN 
suspsnalat ht,ptant 
AAmtWacWrad by a nittin-sleIfting process 

For Us® in ArInnAs Only 

DEBCRiPT10N: Dtualeaea"' contains 20 mg ®s7sdlol benzoctta per 1 mL 
dose a 10 mg par 0.6 mL dose. Each dose conalste of a suspension of 
programmed releaae Ttlerephaes* mtaospher®s . The microspheres have 
been designed to release estrndlol benzoate at a controlled rate In order 
to Increase rate of weight gain end Improve food efficiency. 

This package consists at two vials, one vial cantalnfng eatradlot lw,nzoate 
mfcrospheree fpowder) and one vial oontatnlng dlluent. 

]he 8uratease'a vial contains eatradio4 benzoate in 85 :15 Poly 
D,L- Lactlde Polymer. . 

The diluont vial consists of carboxymsthyicalluloae sodium, EiSP 2.556; 
methylparaban, NF 0 .1856 ; water for Injecfion, U8P qs . 

Addition of the dlluertt In, the powder results In a suspension ready 
use. 

INDICATIONiB: DurateawTM (estradlol benzoate) Is IndfGatad for 
Increased rate of weight on In suckllrsg beef csNes and for increased 
rate of weight gain end improved food efficiency fn stem " heHere fed 
In confinement for skitughter. 

Do not use In veal calves, calves Irttrndad for reproductIM or calves 
lose titan 30 days old . Effectiveness and anknal safety let Owes 
classes of cattle have not been ostabllahed . 

DOSAGE AND ADMINISTRATION: important - Read and follow 
instnictions as Illustrated using careful eesptto technique. Never take short 
cuts at the sorpenris of cleanliness . 

For Increased rate of weight gain In euckling beef calves administer 
0.5 mL (10 mg). 

For Improved feed efficiency end increased rate of weight gain In steam 
and heiPers fed In confinement for slaughter, administer 9 mL (20 mg). 

Note : In a clinical study evaluetlng 0, 2 .5, 5, 10 and 20 mg of Durolease In 
hslTere and atom fed In confinement for slaughter, the 20 mg case was 
not different from the 10 mg dose for Increased rate of weight gain In 

Administer 1 do" of the suspension subcutaneousy in the ear only. A 
16 to 20 gauge needle with 45° bevel Is recommeruted . 

Agitate the suspension between admlnlstration of doses . 

Administer the product wHh a suitable multi-dom syringe. 

MDf9N0 INSTRUCTIONS : Using normal precautians for trerllity and 
safety, wkhdraw 10 rrtL of the liquid dlluent Into a tranafar syrlnga . Empty 
contents of transfer eylinga Into glass vial contalnlng the powder. Mix 
dlluent and powder urdll all product is suapsndad . Once mlxtng has 
occurred, the Suspension should be used within 72 hours . Stona under 
refrigerated temperaturee between 36° and 4d°F (2° and 8°C), Avoid heat 
and direct sunlight, Exposure to excessive heat and direct sunlight will 
damage product Integrity. 

Do not dose the animal using the transfer syringe or noodle. 
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USE INSTRUCTIONS; nearnih, ON Animal. 
Acouraoy of adminbU'etlen se well 
as s0ety $0 Pwrx1ler is beat 
ashlnvnd ¢ty fesrrelnlng wdr.mi In a 

Ghuts using head r6stralm. 

t)lapeem of th» b ..k ot 
the bv. Not. e. td-! 
-eW. Awld tnjwUOn 
ht. vw,wse . m;na k~ 
d.Iw ~ 

5r-Pare t9ss AdmtcdafnHon Site. 
Scrub the itaokkie of the ear 
(s,,inslntEtratlon 0(t®) using at topical 
gorentcida sulutlcn. 
AdmINelrasAon t?tb. 
1 dosa ohesuld ba admintatared 
henea5i tNs nkln In the backside of 
the rr,kidla one third of the -AV as 
Nluttrated In the draw4iq. f.ocsMion 
for InaetSFm Mthe needle is a point 
nsar the UP c,r the eer end e rseecei 
length ewey trorr the Interdad 
deposRlo+i %Its. Avoid InJuing the 
Ierge artedtee, veins and cariliago of 
Yhb ear: Damages, to W" hlood 
vepesls may cause lose oi the 
adminie4wed do". 

tnmart the tdeadio . 
Fhrrdy graap the eat wit) ona hanc 
With the other hand, Insert needs 
point throi,rpPi ft skin and ease 
to+ward an a lateral plem until the 
lbngtt9 of the nesdlo 6H undv the 
nkt1 . Admfn4dar 1 do". 
Pwt AdmfNatratfon. 
Rarnovn ttw **die and paao 
thumb nn tha pohtt at the needle 
tnorHOn As, Continue to Atopty 
preaa" as you e6de your thumb 
forward " the Point of Insvton 
dhperslng the fluid under ths akln. 

YVARNNp: Administer the eusperWon taNcutaneousty in the 
far only. Any other locatfon IS irl'violauw (V Pod" Law. 
Do not attempt to salvage Wit alto for animal feed at 
human use. 
A wlthdrawal pariod has not bean ettdtbllahed for We 
product In pre-ruminating rWvas. Do not use in caJvae to 
be processed for veaL 

The Material Safety Data Shaet (M3D5) cnr+talna more d®taHad 
occupational safety Information. 7o report adverse offects, obtain an 
MS0.9 or for assistance, ccntact Marial at 1-888-037-4251 . 

ADVERSE REACTIONS: in cHnical ahtdles, no Significant ady 
raw' lons ware observed . 

PRECAUTION : InaCivertent intra-artarlal injpctlori .of aoNdona intended for 
tftnrneous injection In ft bovine oar may cu" sudden death . This 

offwct has rot been studied for this pmduct~ 

under refrigerated temperafume batvacsrt 38° and 48'F (2^ and 8'l ."). 

Avoid heat and direct Sunlight . Exposure to exccwslva heat and direct 
sunlight will damage product Irrtagrity. Suspeneicn should be used within 
72 hours. 

HOW SUPPiJED: Each package oon7Jne one vlal of 200 mg estradlol 
benzoats In Tharapttase° mlcraspheres and one 10 mL vial of sterile 
diluent for suspension. The entire package ocnaftAes 2.0 - 10 mg dome . or 
10 - 20 mg doses of eatradiol bertzoate . 

Manufactured by: Vlathbuted by: 
PR Pharmaceuticals, 1m. Made) lJmHed 
1718 Heath Parkway 3239 Satellite Blvd. 
Fort Collins, Colorado 90524 Duluth, GA 30086-4840 U.S-A. 

c7urbiaeae"' la ei treaemerk of Marfal Umlted. 
't#005 Mor1e11Lvdtsrt . All nghtb reserved . 
1'henpMOe® In a realeterad tradernertk ad PR Phsrmacae.~als, inc, 

. +;� ,nr. .- Iroww-w 


