IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant: = Elliot Ehrich

Application No.  11/083,167 Group No. 1617
Filed: March 17,2005 Examiner: Kendra D. Carter
Confirmation No. 8002

For: Naltrexone Long Acting Formulations and Methods for Use

DECLARATION UNDER 37 CFR 1.132

Dear Sir:

I, Elliot Ehrich, am the inventor of the subject matter of the above-identified application.
I am also employed by Alkermes, Inc, the assignee of the above-identified application.

My curriculum vitae is attached hereto as Exhibit D.

Background

The present invention is directed to the unexpected discovery that a single injection of a
naltrexone-containing long-acting formulation provides systemic exposure to naltrexone
(AUC) which is at least 2 fold higher over a 28 day period than the AUC of an oral
regimen of 50 mg per day over a 28 day period. The invention which is described in the

~ above idéntiﬁed application resulted from a discovery made during clinical trial testing of
Alkermes’ MEDISORB® (injectable) Naltrexone (tradename VIV ITREX®). Due to the
size of the lengthy full Clinical Study Report only relevant portions of the Clinical Study
Report # ALK21-005 (the “Report”) finalized November 9, 2004 is attached hereto as
Exhibits A and B. I will be referring to this Report throughout my declaration.

Prior to obtaining the data discussed in the Report, it was 1t‘)elieeved that the doses of

MEDISORB® Naltrexone suspension selected for the studies described in the Report (i.e.
190 mg and 380 mg) would result in total systemic exposure (AUC) which was similar to
the AUC of an oral regimen of 50 mg per day naltrexone over a 28-day period. However,

APOTEX EXHIBIT 1055
Apotex v. Alkermes
IPR2025-00514-
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as the data summarized in Table 8 of Exhibit A shows, the 380 mg dose has an AUC that
is at least 3.3 times greater than the AUC of the per day dose of oral regimen of 50 mg

per day naltrexone.

Data Analysis

Referring nbw to Table 8 of the Report shown in Exhibit A, note that the AUC.; (AUC,.
284ays) for a single dose of MEDISORB® Naltrexone 380 mg on a per day basis can be
calculated for Cohort A by dividing the AUC,., for Cohort A 120.6 by 28 days and for
Cohort B, 137.8, by 28 days. Fdr Cohort A, the per day 380 mg MEDISORB®
Naltrexone AUC.; is 4.307 which is about 3.3 times greater than the per day AUCy.; of
oral Naltrexone 50 mg which is 1.278. For Cohort B, the per day 380 mg MEDISORB®
Naltrexone AUC,.; is 4.921 which is about 3.3 times greater than the per day AUC. of

oral Naltrexone 50 mg which is 1.468. This result was unexpected.

Based on the dose proportionality observed between 190 and 380 mg following a single
dose, AUCy.284ays for the 190 mg dose may reasonably be predicted to be approximately
2-fold higher than AUC following oral dosing of 50 mg per day for 28 days. This is also
evident from Cohort A data showing about a 2-fold higher AUC for MEDISORB®

Naltrexone 190 mg. This result was also unexpected.

Cited Reférence US Pat No 6,306,425 (“Tice”)

I have read the rejections from the Examiner and I have reviewed Tice cited by the
Examiner. The Examiner claims that the data found in the table in column 14 of Tice
indicates that the F-1° naltrexone-containing injectable formula described also exhibits an
AUC which is 3.3 times higher over a period of 32 days as compared to the oral dosing

of 50 mg per day of naltrexone for 32 days. This is incorrect.
Tice discloses an injectable formulation containing up to 350 mg of naltrexone.

However, Tice does not disclose that the serum AUC of naltrexone is at least about 2 or

3.3 times greater than that achieved by the equivalent 50 mg/day oral administration over
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the same period of time. Given that the oral naltrexone is delivered in a daily dose, it is
necessary to either extrapolate (or actually measure) the AUC derived from the daily oral
dose over the time period in which the AUC of the injectable extended dose is measured,
or it is necessary to divide the AUC of the injectable extended dose over the number of
days that AUC measurements of the injected extended dose are taken in order to arrive at
the daily AUC of the extended dose and thereafter compare that measurement to the daily
AUC of the daily oral dose. Therefore what is actually disclosed Tice is that the
extrapolated 32 day AUC after a sihgle dose of a 50 mg tablet of oral naltrexone (column
15, lines 62-65, 1600 mg naltrexone total dose) is similar to the AUC.3; day after

injection of the F-1’ naltrexone formulation tested in Tice.

The table in column 15 summarizes the data table in column 14 of Tice which compares
the dose delivered in one day (with 50 mg) as compared to the delivery over 32 days.
The mean dose is calculated by multiplying the mean daily dose over 32 days (to
calculate the dose/day) is 27.8*32=889.6. The F-1’ mean over 32 days achieved a
1051.6, which 1s less than twice the AUC. Looking at the data differently, the AUC over
32 days is 1051.6. The dose per day is 32.8 (1051.6/32 = 32.8), which is not twice 27.8,
the per day dose for the 50 mg oral.

Comparison between Tice and the Present Application

.Referring now to the graphs of Exhibit C, AUC data for Tice are taken from the text and
table in column 14. According to the table, a single oral dose of 50 mg naltrexone was
administered, and a mean AUC4, value of 27.8 ug h/L was obtained. This value is
presented in the graph of Exhibit C as the average daily AUC level for each of 32 days. A
second set of data indicates that a single 300 mg injection of naltrexone resulted in a
mean AUC.3pq value of 1051.6 ug h/L. This value was divided by 32 days, and then
graphed in Exhibit C as the average daily AUC value of 32.9 ug h/L.

AUC data for MEDISORB® Naltrexone are taken from the text and table on page 6 of
their clinical study report ALK21-005 (Exhibit B). According to the table on page 6 of
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the Report, a single oral dose of 50 mg naltrexone was administered, and a mean AUCp.
value 0f 30.5 ug /L (1.270 ng days/mL) was obtained. This value is presented in the
graph of Exhibit C as the average daily AUC level for each of 32 days. A second set of
data indicates that a single 190 mg injection of naltrexone resulted in a mean AUCj. |
value of 1722 ug b/L (71.75 ng days/mL). This value was divided by 32 days, and then
graphed in Exhibit C as the Iaverage daily AUC value of 53.8 ug h/L. A third set of data
indicates that a single 380 mg injection of naltrexone resulted in a mean AUCy., value of
3444 ug h/L (143.5 ng days/mL). This value was divided by 32 days, and then graphed in
Exhibit C as the average daily AUC value of 107.6 ug h/L.

Comparisons between the graphed data from column 14 of Tice and the data from Exhibit
B as shown in Exhibit C indicate that the 50 mg oral doses of Tice and Exhibit B and the
single injectable dose of 300 mg of Tice result in similar average daily AUC values of
28-33 ug h/L. On the other hand, a single injectable dose of MEDISORB® Naltrexone
190 mg or MEDISORB® Naltrexone 380 mg (Alkermes) result in average daily AUC
values that are, respectively, 1.6x (53.8 ug h/L) and 3.3x (107.6 ug h/L) greater than the
average daily AUC value of 32.9 ug h/L, obtained from a 'single injectable dose of 300

mg in accordance with Tice.

Conclusion

Therefore, Tice does not disclose an injectable naltrexone formulation that has the
presently claimed AUC of at least 3.3 times greater than that of 50 mg oral Naltrexone.
In addition, based on what was known in the prior art including Tice, it was unexpected
that an injectable naltrexone formulation such as the MEDISORB® Naltrexone
formulation would have an AUC of at least 3.3 times greater than that of 50 mg oral

Naltrexone.
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I hereby declare that all statements made herein of my own knowledge are true and that
all statements made on information and belief are believed to be true; and further that
these statements were made with the knowledge that willful false statements and the like
so made are punishable by fine or imprisonment, or both, under Section 1001 of Title 18
of the United States Code and that such willful false statements may jeopardize the

validity of the appliéation or any patent issued thereon.

LA

N 7

Elliot Ehrich

Attachments: Exhibits A, B, Cand D
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Study Sponser

Date of Report:

Information and data in this document contain trade secrets and privileged or confidential
information which is the property of Alkermes, Inc. No person is authorized to make it

public without wy

SO
e

CLINICAL STUDY REPORTY

An Evaluation of the Steady-State and Single-DBose

Pharmacokinetics of Medisorb” Naltrexone in Healthy Subjects

ALK2Z1-00

h

Alkermes, Inc.
88 Sidney Street
Cambridge, Massachusetts 02139 United States

Final: 69 November 2004

CONFIDENTIAL

n permission from Alkermes, Inc.

EXHIBIT B
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Clinical Study Report

Alkermes, Inc.

CONFIDENTIAL ALK21-003

Statistical Methods:

PK parameters were caleufated from plasma concentration of naltrexone and 6f-naltrexof using
noncornpartmental technigues. Descriptive statistics of PK purameters

Seehon 9722,

are summarized

cd effects.and subject
tal population.

Analysis of vartance {ANOVA) models including treatment or analvte a
as a random effect were {it to the data and the result was reported for the

Data from subjects who received Medisorb Nalirexorie 190 mg and 38G mg in Cohort A were used
to assess dose proportonality {AUC and Cyy) Tor naltrexone and 68-nalirexol. To assess the time
ance of naltrexone and 6ff-naltrexal PK foHowing Medisorb Naitrexone

transformed AUC and t,» were compared following single and multiple doses. Accumudation of

inval administration, log-

naftrexone and 68-naitrexol following Medisorb Naltrexone administration was assessed by

comparing AUCy pese s With AUCo peser [Tom subjects in Cohort B using a repeated measure
ANOVA. Steady state was assessed by examination of the 90% confidence interval (C1) for the

slope of the lincar regression of log-transformed trough levels versus time. i addition, the
theoretical time to steady state (by using the terminal eliminaiion {4 following a stngle dose) was
also considered. The ratio of 68-naltrexol AUC,,,, to naitrexone AUC, , foliowing oral naltrexone
and Medisorb Nalrexone doses was analyzed using a repeated measure ANOVA model.

{Descriplive statistics were mov'xdcd for the appropriate safety parameters, mciuding isboratory
P i i ¥ p , )

assessments and vital signs, by study group.

A secondary posi-hoc analysis was performed to explore gender differences in the PK parameters
AUC

ANOGV A model including gender was used to determine statistical differences
parameters AUC s and C

was and G overad inall subjects administered a stngle Medisorb Naltrexone dose. An
in the overall PK

max DCLWeEN genders.

ol 9.7

A complete deseription of stafistical methods for this study 1s presented in 5«

RESULTS

Pharmacoekinetics:

for naltrexone and 68-naltrexo! following a single dose of oral naltrexone and
> presented inthe table below;

P R parameters
Medisorb Nalirexone for subjects in Cohort A are

MEDISORB MEDISORSB
NALTREXONE NALTREXONE
ANALYTE |PARAMETER| ORAL 38 MG 190 MG 386 MG
N=28 N=12 N=12

Naltrexone  [AUC,

, ) 1270 (0.59 0 71.75(9.06) 143.5(29.3)

{(ag*daysimly

C g (NR/ML) 10.64 (6.92) 10.20 (6.67) 12.90 (4.67)

L (datys)® 0.04(0.02-0.08) | 2.00(1.75-24.0 2.00(1.36-2.603
HB-nattrexol /\U(:ro.w o 35.71 (7.62) 175.4 26,7 328.5480.2)

{ng*days/mi.}

Cae (/1) 108.6 356) 14,08 (7.84) 19.43 (635) ]

g {days)®] 0.04 (0.02-0.08) | 3.00(2.00-24.0 3.00(2.00-21.0)

Data are presented as arithmetic mean (S13)
fai N2 ib} N=10)
o progented us median { (range).

PK parameters {or halirexone and 68-nafirexol following muitiple doses of orai naltrexone and
Muedisord Naltrexone for subjects in Cohort B are presented in the table below:

Page 6 of 1308
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FINAL Alkermes, inc.

Clinical Siudy Reporst CONFIDENTIAL ALK21-005
MEDISORB MEDISORE
ALTREXONE NALTREXONE
380 MG 386 MG
ANALYTE | PARAMETER ORAL 56 MG Dose  of 4 Dose 4 of 4
N=14 =12 N={¢

Naltrexone |AUCo. &

1.559¢05 - 170.8 (29.6)
{ng*days/ml.) 90.970) 81(29.6

Cpiax. s (/ML) 137 ;( 6.63) 25.03 (12.69)9 27.96(12.17)
sy 0.035 (0.020-0.170) | 2.00¢1.75-24.0% | 2.00{1.75-3.00)
tid-naltrexol
; 47.20 (14, - 318.3(80.5}
{ng*days/mi} 720 (14.08) 18.3180.5
Cran_ s ing/ml) 138.7 (36.0) 27.46 (11 7?)‘“’ 34.23(12.92)
L5 {08 5o 0.04 (0.02-0.7) 3.00(3.00-24.0 3.00 (2.00-3.00)
Data are presented as artthmetic mean (SD).
MIN=13
) presented as median {range).
EC]C'HW fdil’l‘"\'

os¢-Proportionality: Rattos and 80% Cls for the assessment of dose-proportionality of naitrexone

and 68-najtrexol PK parameters following a single dose of Medisorb Naltrexonce {Cohort A) are
presented below.

GEOMETRIC LS MEANS
MEDISORE MEDISORE
NALTREXONE NALTREXONE

ANALYTE! PARAMETER 190 MG 386 MG IRATIONM  90% Ci
Naltrexone | AUC,.. (ng*days/mb) 713 id1 ] 1.975 1,756, 2.222

Cas (0gFmL) 8.34 121 F.455 1 0.991,2.133
al-nalvexol | AUC .. (ng*days/mL) 174 320 1.843 1590, 2137

Conae (027L) i1, £8.4 1565 | 1.075,2.279

*MRatio of geometric LS means between the twe doses.

Naltrexone and 88-naltrexol AUC .. and €, were dose-proportional across the 190 and 380 myp
dose range as the 99% Cls for all 4 parameters included the value of 2,

‘Lime Invariance: Assessiment of time invariance of naltrexone and 68-nalirexol PK parameters
following Medisorb Neltrexone 380 mg is presented below.,

GEOMETRIC LS MEANS
ANALYTE |PARAMETER| COHORTA | COHORT B | RATIONW 99% Ci
Naltrexong AUC®! i41 {58 1,124 0.082 1,287
s 4.79 436 0.951 0.772. 1.172
6B-naltrexci | AUCY 320 287 0.896 0.754, L.O6S
tia 5.52 5.02 0.908 0.733, 1.092

Cohort A: Sinple

ple do;c, Cohort B: Multiple dose
M Ratio of geometric LS means between cohorts

P Catoulated as AUC).. (Cohort AYAUC: o« (Cohort BY.

Naltrexone and 68-naltrexol AUC and {5 did not change with time as the 906% Cls for ali 4
parameiers included the value of |

Accumulation: Assessment of accumulation of naltrexone and 6B8-naltrexol following mualtiple
doses of Medisorb Naitrexone 380 mg (Cohort B} is presented beiow.

Page7 of 1308
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FINAL Alkermes, Inc.
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CYOMETRIC LS MEANS

ANALYTE [PARAMETER DOSE | DOSE 4 RATION 98% 1
Naitrexone  [JAUC,.

(ng*days/mi.) 136 154 1,134 1.048, 1.226
6f-naltrexol |AUC,.

{(ng*davs/mL) 255 284 114 1043, 1191

) Ratio of geometric 1.8 means, caleulated as AUC.« pose #/ AUC o pose 1 {Cohort BY.
Naitrexone and 68-naltrexol accumulation {13 and 11%, respectively} was not considered

chinjcally relevant,

Steady State: Assessment of steady state of naitrexone and 6B-naltrexol following multiple doses.of
Medisorb Naltrexone 380 mg {(Cohort B} is presented below.

ANALYTE SLOPEM 8% ¢}
Naltrexone -0.001 -0.004. 6,002
&B-natirexol -0.600 0,004, 0.003

Tat1 oo . ~ ~ v . o . .
! Siope was determined based on the LS mean of log trough levels following doses 1~ 4 in
Cohovt B

Based on results of the Ynear regression analysis, both naltrexone and 68-naltrexol concentrations
reached steady state at the end of the dosing interval following the first dose.

Metaboliteiparent AUC Ratio: Assessment of metabolite:parent AUC ratios following oral
naltrexone 30 mp.and Medisorb Naltrexone 190 myg and 380 mg, are presented below,

AUC GEOMETRIC LS MEANS

{ng*days/mbl}
COHORT! DOSE GROUP  INALTEXONE | 68-NALTREXOL | Ratio™ 96% CI
Oral {30 mg) 116 35.0 30,253 125,969, 35.244
A Medisorb Naltrexone
190 mg 713 173 2,432 2.253, 2626

Medisorh Naltréxone

380 me P41 320 2.274 2.117,2.442
| Oral (50.mg) 1.24 34.7 28.0674 §20.752,37.979
B Aedisorb Nalirexone
380 mg 158 287 1813 1.598, 2.056

N

B AUC,... and AUC,, were used to calealate the ratio and 90% C1 foltowing singie and mutipte
doses, respeetively.

The metabolite:parent AUC ratio following oral naltrexone administraiion was approximately
30, whereas, the ratio following Medisorb Naltrexone administration was approximately 2.

Gender Differences: Assessment of gender differences of naltrexone and 6-naltrexo!
following e single dose of Medisorh Naitrexone is presented below.

(8

LI

Page 8 of
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FINAL Alkermes, Inc.
Chinical Study Report CONFIDENTIAL ALK21-005
ANALYTE PARAMETER RATION 90% C1™
Nalfrexone Cax (ng/mll) 0.677 0.465, 0.979
AUC.2g({ng*days/mL) 1.639 .823. £.313
68-naltrexol Crnax (ng/ml) 0.742 $.536. 1.027
AUC .03 (ng*days/ml) 1.042 (.822. 1.321

" The ratio was obtained by exponentiating the difference in the LS means of the natural log-
transformed parameters. Presented as Femaie/’]\dalc

el age Cls for 1h<. ratio of Females to Males.

Naitrexone and 68-naltrexol Cipe were lower in females compared with males. Naltrexone and 683-

naltrexol AUC, 3 were similar between females and males following a single dose of Medisorb

Naltrexorie,

No serious adverse evenis (SAES)Y occurred. Al AEs were mild in severity, with the exception of
T event of moderate iniensity; no subject experienced a severe AE during the study in any study
group.

Oral Naltrexone

Four of the 28 subjects envolled in Cohort A and 6 of the 14 subjects enrolied in Cohort B reported
at least one AL following oral adminisiration. All AEs reported during the oral period were mild in
severity and classified as possibly related to study drug by the investigator. The most common AE
in Cohort A was dizziness. [n Cohort 8, nausea and somnoiemg were the most common Als.

Medisorb Nalirexone ~ Cohort A

Two of 12 subjects administered Medisorb Naltrexone 190 mg and 1 of 12 subjects administered
Medisorb Nalrexone 380 mg reported at least one AE. All AFs reported for Cohort A were mild in
severity and classifted as possibly related to study drug by the investigator. No AEs were reported
by subiects administered placebo.

Aedisorh Naltrexone - Cohort B

Four of 12 subjects administered Medisorb Naltrexone 380 mg reported at least one AE. All Als
reported for Cohort B were mild in severity with the exception of | subject who reported diarthea of
mioderate severity. The most common AEs in Cohort B were vomiting and dizziness. No AEs weie
reporied by subjects administered placebo.

Three subjects reported injection site reactions (ISRs) following IM administration of Medisorb
Ne Iu a\onc 380 meg. All ISRs were reported following single dose administration in Cohort A or
]
]

1

i in Cohort B. Subject 203-021 reported induration and tendemess; Subject
cported induration, I-inch cechymotic arca. tenderness. and redness; and Subjeat
reported induration and tenderness. All reported ISR resolved without sequelae.

changes from baseline observed in mean or median

=
G
(¢4
g2
z
I
2
z
=
¢
=3
£
1
g
e
Z
8
2“
=
3
I
£
5
=
[ited
=2

’. boratory \alacs or \nax signg for any of the study groups.

There were no trends or clinmcally meaningful changes observed in ECG values for subjects in this
study, Qe and Q1eF interval data were wmparc.bk for all dose grouns. There was no evidence
of an effect on cardiac conduction as detailed by the 12-lead ECG intervals duration,

Efficacy:

Neo efficacy parameters were evaluated during this dmxcai trial,

Page 9 of 1368
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FINAL Alkermes, Inc.

Chinical Study Report CONFIDENTIAL ALK21-005
Conclusions: = Naltrexone and 6R-naltrexol AUC,.. and C,,, were dose-proportional following single
administration of Medisorb Naltrexone across the 190 to 380 mg dose range.

s Based on time invariance analysis of AUC and 1y, the PK of naltrexone and 6fi-naltrexol was
simidar between single and multiple doses of Medisorb Nattrexone 380 mg.

= Accumulation of naltrexone and 68-naltrexol was 13 and 11%, respectivety. following
multiple doses of Medisorb Naltrexone.

= Steady state was reached for naltrexone and 6B-naltrexol at the end of the dosing interval
following the first dose of Medisorb Naltrexone 380 mg

s The metabolite:parent AUC ratios following Medisorb Nalirexone and oral administration
were approximately 2 and 30, respectively. Overall, naltrexone exposure following Medisorb
Naitrexone was higher and 68-naltrexol exposure was fower foliowing Medisorb Naltrexone
380 mg administration compared with the oral naltrexone 30 mg administration.

= Nalitrexone Cpga was approximately 173 lower in females compared with males, however,
overall exposure {AUC) was similar between males and females.

s Singleand multiple doses of Medisorb Naltrexone were well tolerated based on the number
and severity of reported AEs. There were no trends or clinically meaningful changes from

baseline observed in mean or median clinical laboratory values or vital sign fiadings for any of
the study groups.

s There were notrends or ciinicaily meaningfol changes observed in ECG values for subjects in
It There was no evidence of an effect on cardiae conduction as detailed by the
{2-icad BLG ntervals duration

GCP Complinnce: Good Clinical Practice {(GCP) is an international ethical and scienti§y ;}uam} standard for
dcsignirg., conducting, recording and reporting trials that involve th ipation of human

ict
o provide assurance that the
sistent with the principles that

subjects. The Alkermes ¢ mmmm,m is compliance with this stand
rights, safety, and well- b {irial subjects will be protected, ¢
have their origin in the D m‘uon of Helsinki,

pait
ard L
§

Date of the Report: Final: 69 November 2004

Page 1{ of 1308
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AUC ug h/L

Oral
50mg

DAY Tice et al

27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8
27.8

50mg
ALK21-005
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5
30.5

Injectable

300mg

Tice et al
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9
32.9

190mg
ALK21-005
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8
53.8

380mg
ALK21-005
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
107.6
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AUC (ug h/L)

Naltrexone Average Daily AUC Levels

s Qral, single 50 mg dose: extrapolated

120 ''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''' (Tice etal.)
LO0 e
‘ s Qral, single 50 mg dose: extrapolated
30 (ALK21-005)
B0 e Injectable, single 300 mg dose:
averaged over 32 days (Tice et al.)

40 -

0 """"
averaged over 32 days (ALK21-005)
1 3 5 7 9 11 13 15 17 19 21 23 25 27 29 31

DAY
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