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I PROTOCOLO

Se realizd una evaluaciéon de la estabilidad de tres lotes de Doxiciclina capsulas 100 mg
fabricado por Emil Pharmaceutical Industries Pvt. Ltd., utilizando materia prima
suministrada por Hebei Dongfeng Pharmaceutical Co. Ltd. El estudio se llevard a cabo a
dos tiempos y condiciones ambientales.

A continuacion los lotes a analizar:

Lote Fecha de Tamafio de lote Tiempo de Estudio
manufactura (comprimidos) Inicio Final Final
(Tiempo real) | (Acelerado)
M151 07/2011 850.000 07/2011 06/2014 01/2012
M152 07/2011 850.000 07/2011 06/2014 01/2012
M153 07/2011 850.000 07/2011 06/2014 01/2012

1. Condiciones

El estudio se realizd almacenando muestras, en las siguientes condiciones de temperatura y
humedad relativa:

Estudio Acelerado Estudio a tiempo real
Temperatura 40°C + 2°C 30°C + 2°C
Humedad 75%+5%H.R. 65%+5%H.R

2. Tipo de envase

a) Estuche de cartulina impresa que contiene Blister ALU/PVC, mas folleto de informacion al
paciente, todo debidamente rotulado y sellado.
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3. Analisis realizados y frecuencia de testeo:

a) Estudio acelerado

Parametros medidos

Inicial 3 meses

6 meses

Descripcion

v v

v

Identificacidn

Promedio de peso

Desintegracion

Disolucion

Contenido de agua

< L | <

Uniformidad de contenido

Valoracion

Recuento microbioldgico

Microbiolégico especifico

L <K<K <K <K<K 1<

< < <

L L LKL KKK <

b) Estudio a tiempo real

Parametros medidos

Inicial

3M 6M IM

12M

18M | 24M | 36 M

Descripcion

v

Identificacion

Promedio de peso

Desintegracion

Disolucion

Contenido de agua

L <L | <
L <L | <
L L | <

L L | <

L L | <
L <L | <

Uniformidad de contenido

Valoracion

Recuento microbioldgico

Microbiolégico especifico

L LKL KL | K<K | K(<K (<

L <L | <
L <L | <
L <K< | <

< L <

L L L L LK1 <

L <L | <
L <L | <

NOTA: V = Parametro debe ser medido.
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4. Especificaciones del producto terminado para estabilidad

[ EMIL

[ | PHARMACEUTICAL

Rwg affice: 101
Bangatam, Kuluprasd
Borivali East, Mumna
00066, PO,

Tot +57-22-42080200

ImcsE

(@) « s
h G s

EMIL INDUSTRIES PVT. LTD. enai wiogemiphamain TP e p—
Test item Specification Control test No.
Hard gelatin capsules size:3.
Description having green cap and green IHS
body.
The principal peak in the
chromatograph obtained with
. . the test solution cotresponds to T
Identification the peak in the chromatograph USP
obtained with the reference
solution
Average Weight 250 mg + 10% (225 — 275 mg) Hs
Dissolution Q=NLT 85%(0Q)) in 60 min UsP
Disintegration NMT 30 min USSP
Water Content (EF) NMT 553%ww UsSP
Acceptance value - NMT 15.0
Uniformity of Dosage units when determined on 10 USP
individual units
Assay 00.0 % - 120.0% USP
Total aerobic microbial count:
Bacterial Counts NMT 1000 cfu's IHS
Fungi NMT 100 cfu/s IHS
Test for specified microorganisms:
E. Cali Absentinl g IHS
Salmonellae Absentin 10 g HS
Psendomonads Absentinlg IHS
Stap.aurens Abzentinl g HS
NOTE: THS: In House Specification
USP: United State Pharmacopoeia 33, National Formulary28
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FORMULA CUALI-CUANTITA

Sr QTY PER Eeason for
i INGEEDIENTS SPECIFICATION CAPSULE .

MNo (Ms) Inculsion

1 Doxycycline Hyclate uUsp 11541 Medicament

2 | Maize starch EP 635.88 Diluent

3. | Purified Talc BP 18.70 Glidant
Empty Hard gelatin capsules *; lati

1. size -3, having Green cap and THS 1 capsule ;ﬂrca[ PI' ¢
Green body
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RESULTADOS

a) Estudio de estabilidad acelerado:

Accelerated Stability Studv Eeport

Name of :| Doxycycline Capsalas USE 100 Batch No M 151
Produoct mg
Description of | 1y5-. 4717 pVC Blister Pack Affz. Date Tuly 2011
the pack
Pa‘riaimv:ters. Description, Identificaton,
an ﬂlE:‘i :| average weight, D T, Dissolution | Expiry Date Tune 2014
meifo test, Water, CU. Assay, & MLT
monitored
Storage 407 = 2°C and
Date of i A conditions 73 =5%EBH
Initiation | Faby 201 Date of A
. Jap 201X
rompletion
TEST LIMITS EESULTS OF ANALYSIS
INITIAL 3 Month i Month
Hard pelatin Hard gelatin ~ [Hard gelatin capsules|  Hard pelatin
Descrintio capsules size 3, | capsules size 3, | size 3, hawing green | capsales size 3,
estrphion having presn cap| having zreen cap | cap and gresn body | having gresn cap
and green body | and preen body and green body
The principal  [The principal peak The primcipal peak
peak in the in the iy the
fbromatozraph maingraph chromate graph
biained with thefobtained with the obiaingd with the
- ) 5t soluton st solurion fest solorion
Dientificatio omespands o mesponds to the romesponds to the
m peak in the [peak in the beak in the
bromatozraph maingraph HA chromatoegraph
biained with thejbiained with the obiained with the
pefarence arence solution refarence solution
Ealution
Awerage 95 A TEme 15 - o
Weight 135 mep—275me 13l mz MA 51 mg
Disintegratio| yout 30 mins. 5 min 5 min 6 min
o test
1] 101.64% 1]99.77% 1]94.01%
zay 2] 909t 2]198.19% 1] 96.737
Dizzolution NL; :EI ﬁnl:m 3] 99683 3] v7.86% 3] 97.83%
test 4] 101.62% 4] 99.481% 4] 95437
5] 100.37% 5]98.13% 5] 98.057
6] 99.33% §] 9B 24% §]97.13%
Water NMT 5.5% 150% 3.10% 345%
Content
Agceptace valus
:NMT 150
E.:‘i;“*. ' fwhen determined 15 NA 14
OTRIEY | on 10 individual
it
Aszay S U E a0 13% DE.6T%
6

OPKO chile s.A.

An OPKO Health Company




DOXICICLINA CAPSULAS 100 mg
Estudio de estabilidad

Aceelerated Stbility Study Report
Name of Product | ° Doxycycline Capsules USP 100 mg Batch No M 151
”"‘m m‘ iptionof | .| 105 ALU-PVC Blister Pack Mfg. Date July 2011
Parameters and Description, Identification, average Expi
test method : | weight, D.T, Dissolution test, Water, | AP June 2014
_monitored CU, Assay, & MLT
Storage 40° £ 2°C and
Date of Initiation | :| July 2011 --——-f;o::'::m 15%= S%RH
chmokil Jan 2012
TEST LIMITS RESULTS OF ANALYSIS
INITIAL 3 Month 6 Month
Total acrobic microbial count
Bacteria NMT 1000 cfivg 34 cfivg I8 cfug 35 cfu'g
Fungi NMT 100 cfug Absent Absent Absent
Test for specified microorganisms: —
E.Cali Absent in | gm Absent Absent Absent
Salmoneliae Absent in 10 gm Absent Absent Absent
Pseudomorads Absent in | gm Absent Absent Absent
Stap. aurens Absent in | gm Absent Absent Absent
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AcCeleraren STAMNNY SOy KeporT

Name of Product > | Doxycycline Capsulss USP 100 mz Batch No M 152
II}':;:{"'P“'““ of the - | 10°s ATU-PVC Blister Pack Mfe Date | : | July 2011
Description, Identification, average .
P”;‘:d‘“” and ::“ - | waight DT, Dissalution test, Water | C1I, EI'“"-‘ Tume 1014
method monitor Asemv & MLT ate
Storage _ | 40°=2°C and
d'm'n : TEhL o S
Diate of Initiation - | Tuly 2011 comfimons Ch= % EH
Date of Tam 2017
completion -
TEST Bp— RESULTS OF ANALYSIS
- INITIAL 3 Month & Month
Hard gelatin  [Hard gelatin capsules size [Hard gelatin capsules  [Hard gelatin capsules
Description capsules size 3, |5, having green cap and  [size 3, having green cap [size 3, having green cap
having green cap jereen body jamid green body jamd preen body
and green body
The principal | The principal pesk in the The principal peak in the
pesk in the chromatograph obtaimed chromatograph obtained
chromatograph | with the test scluton with the test solution
obtzined with the jcomresponds 1o the peak inf comesponds to the peak
. . test sohition the chromatopraph in the chromategraph
Identification comesponds to obtamed with the HA obtamed with the
the peak in the reference sohition reference sohition
chromatograph
obtzined with the
reference solution)
Average Weight [ 125 mg - 175mg 252 mg NA 253 mg
ﬂ:’;’“g"m NMT 30 mins. 5 min 5 min § min
1] 101.06% 1] 98.93% 1] 85.53%
INLT 85 % (Q) inl E] ﬂ-ﬁ.’l"_ﬂ.n 2;] a7 '_lf?i _!|] ?‘5.":-_]:"‘.:-
Diissolntion test &0 oxin 3] 99.28% 3] #6.45% 3] 94.53%
4] 100.29% 4] 97.87% 4] 86.12%
5] 101.07% 5] 96.35% 5] 85.31%
§] 99.16% §] 97.19% 6] 96.32%
Water Content NMT 5.5% 2.14% 2.89% 3.15%
Acceptace vahe :
Content HMT 15.0 when - -
Uniformity determined om 10 24 HA 24
individual unit
Assay o0%: to 120% 00 478 DE.71% 03.14%
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Acceleruted Stability Study Report
Name of Product | | Doxycycline Capsules USP 100 mg Batch No : |[MIS2
D"‘!"’“" ofthe | . |05 ALU-PVC Blister Pack Mfg. Date | : | July 2011
Para od Description, Identification, average weight,
ety B m.rmmolulon test, Water, CU, Assay, & | Expiry Date |: | Junc 2014
Storage [ #0r£2°Cand
Date of Initiation July 2011 | conditions 75% % 5% RH
Date of
: | Jan 2012
completion
TEST LIMITS RESULTS OF ANALYSIS
INITIAL ] 3 Moith ] & Mokth
Total serobic microbéal count
Bacteris NMT 1000 cfug 40 cfuig 40 cfug 45 cfuig
Fungi NMT 100 cfu'y Absent Absent Absent
Test for specified microorganisms:
EColl Absent in | gm Absent Absent Absent
Salmoneliae Absent in |0 gm Absent Absent Absent
Pivndomonacds Absent in | gm Absent Absent Absee
Seap_ aweeus Absent in | gm Absent Absent Absort
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“Accelerated Stability Studv Report

Name of Product Doxycycline Capsules USP 100 mz Batch No M 153
II}'::;:{""““ of the 10°s ALU-DVC Blister Pack Mfz. Date Tuly 2011
Deescription, Idenafication, average .
Parameters and test waight DT, Dissolution test, Warer, €1, | EXPIrY Tume 2014
method monitored = Doate
Aszzay, & MLT
Storaze 40° = 2°C and
Date of Inifiation Fuv 201 conditions T5% = 5% RH
S Date of Tam 2012
completion T
RESULTS OF ANALYSIS
TEST 1ITS
LD INTTIAL 3 Month 6 Month
E;;Tsdufsl?znﬂ Hard gelatin capsules | Hard gelatn capsules | Hard gelatin capsules
Description . ' |size 3, having green size 3, having gresn size 3, having green
having gTeen cap
and green body cap and green body cap and green body cap and green body
The priocpal pess i el oak o g
the chromato graph The principal peak iz the EPTLFﬁ{' :;
obtaimed with the tast | chromategraph chinimed it g E:’ﬂ’_uluﬁf
Identificati solotion comresponds | with the test solution A 3 & - e peak &
€1 aton to the peak im the comespomds to the peak = o rrhﬁnozamm 71? =
chromatogaph the chropatozraph chizined beningd _m:'-'_ﬂ]luf .
obtaized with the with the refersnce sobaticn : ]' R B setiaase
Tafamance sohibon
Average weight 125mg-275mg 251 mg HA 255mg
?ﬂ"‘;‘"“g"m 1MT 30 mins. 4min 4min 6 min
1101.70% 1]98.61% 1] 97.67%
— ] 90.6T% [ P9.50% 2
L -
Dissolation fest HLT gﬂ " (Qm 3] 00.01% 3]98.19% 39
Lsninnom tes mn 4] 100.05% 4] bo.45% 4] 97.87
5] 99.88% 5]98.08% 5]95.07%
6] 08.75% 6] 08.71% 4] 96.67%
Water content NMT 5.5% 351% 4.05% 43T
Acceptace vahie -
Confent HWMT 15.0 when . .
Uniformity determined on 10 30 Ha 28
individual unit
Assay D0% to 120% 99.58% 28 74% 28.1%%
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Sta S
1
Name of Product | * | Doxycycline Capsules USP 100 mg Batch No t | MIS3
Description of the | . | |00 ALULPVC Blister Pack Mfg. Date July 2011
Description, Identification, average weight,
Parameters and test 8 i . 2
method moaltored | EJTMW test, Water, CU, Assay, & | Expiry Date | : | June 2014
Storage 40° = 2°C and
Date of Initlation | : | July 2011 Couditns TIRe IBN
completi 1 | Jan 2012
TEST LIMITS RESULTS OF ANALYSIS
INITIAL ] 3 Month ] 6 Month
Total acroble microblal count
Baciors NMT 1000 cfo'g 30 cfis'g 35 cfa'g M cfug
Fungl NMT 100 cfis'g Absent Absent Absent
Test for specified microorgs
E Cali Absent in | gm Abscrt Absent Absent
Saimonelt Abacnt o 10 gm Aot Alsent Absent
Pseadomanadly Absent in | gm Absene Absem Absent
St aureas Absent in | gm Absent Absent Absent
11
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b) Estudio de estabilidad a tiempo real:

EEAL TIME STABILITY STUDY EEFORT

Namse of Product Dux_!,rcvﬂi_'ng Capsu_'lg-s Usp ]Uﬂmg Baich No. AM151
Dezcripcion of the pack 10's ALU-PVC Elister Pack Mgz Date July 2011
3 Description, Identification sverage weight, D.T, .
Paramet nd Tesi meihod mibered - A Expiry Da
Rrameter ane e s Dissolution test, Water . CU, Assay, & MLT S Juze 2014
- Storaze condifiens J0"C+2°C and 65%E % EH
rate of Initiation July 2011 Date of completion T 018
LIMITS RESULTS OF ANALYSIS
TESTS INTTIAL 3 Mosth § Monch 5 Mench 11 Monch 18 month: 14 Moath 36 AMomth 3% month
Hard grlatiz capsules Hard gulatin Eiard galatin Hard galatm Haxd gelatin. Eiard galatin Hard gulatia Hard galatin Eard galatin EHard galatin
size 3, baving mresncap | capsules size 3, | capsules size 3. | caps=les size 3, capales size 3, capszles size 3, | caprules size 3, | capsules size | capwmles size 3, capsules size 3,
Dezeripdon and gream body Eaving meen having mesn | having geemcap | bavimg mesn cap having gresn Eaving gresn 3, hanving Eaving grean baving gresn cap
cap and gean. cap and green. 2nd grean body and gresn body cap and green. capand green | gresmcapand cap and grosn and gresn body
body body body body grsan body body
The princpal peak in Tha princpal
the chromatograph peak = the Tha principal Tha principal
cbtained with te test chromatogaph peak imthe peak inthe
solition corresponds to olrtaingd with chm graph chr L
the pezk in the tha test somton chtzined with chtaingd with this
. . chrozmtograph obfained | comespends o the test solution ‘test wolotion
Tdendficagon with the rsfersnce the peak in the HA HA HA HA HA HA comesponds o | comesponds to the
seluden chromatograph the peak iz the peak inthe
ortaingd with chm graph chr I
the refarsnce chiined with chtaingd with the
solution the refarencs rafarance schmicn
sohtion.
Average Weight 213mp-1Timg Mlmg HA NA NA NA HA 293 mg 138 mg
:‘;’t“":’““ MM 30 mins. 5 min % min §rin £ min 7 min 7 zin, §zmin
] 101 645 T 100355 e 2% 1] 96 457 DD T]0230% 19137%
" . 1) 99.5%% 2] 100.03% 1] 96.86% 1]9382% 1) 95.06% 1]9197% 2)91E1%
Disselution test HLT 83 :hqum“ 3] 101.68% 3952 I 5EIM% 39947 3]94.26% 3]9154% I]514T
4] 29.62% 4] 96,3 4] 96.48% 4]962%% 4] 93.5%% 4] 92.52% 4]914T%
310037 3] 100.30% J]eEE3% J] P65 3] 96.04% 39367 3]9314%
] 100.53% §]9813% 6]57.21% 6] 95 52% 6] 04.70% ] 93.54% £)93.74%
Acceptace valus
Content : NMT 15.0 when " " "
Unif . . ined on 10 23 MHA HA NA NA MA NA 26 26
individual unit
REAL TIME STABILITY STUDY REPORT
| Name of Prodect [ : [ Doxycycline Capsules USP 100 mg | Batch Ne. T:mis o
Description of the pack | £ |10°s ALU-PVC Blister Pack Mfg. Date July 2011
A , | Description, Identification, average weight, D.T,
. E Du
Parameters and Test methods montored | © | pigsolution test, Water , CU, Assay, & MLT Y ke
oo | Storage — S—
__lf-n of Initintion e July 2011 ) fl)-u of
) =11 ) —— = — RESULTS OF ANALYSIS 1
L e INITEAL | 3 Monih & Month 5 Momth 12 Menth_ | 18 menths | 36 Mones | 39 month
Water Content NMT55% | 112% 3.21% 342 348 31.62% 3.58% 3.35%
Assay P to 120% 99.15% 98.73% Ug.20%% 9T 95% o7 6%% 97.34% 96.95% oA
Total aerobic microbial connt - ) i
Bacter:a N'\:;u,:m 34 cfg 38 cfa’g 40 e 40 chis'g £2 sy 45 clug asclug 50 cfivg S0 cfivg
Absent Absent Absent Absent Absent Absent Absent Absent Absent
Fungi NMT 100 cf'g &
| Test fcr specified microorganisms: ¥ . S _—
EColl " Absent in | gm | Absent _Absent Absent Absent Absent | Absent ‘ Absent Absent 1 Absent
|
Solmoneilae Absent in 10
gm Absent Absert |  Absent Absent Absent ___Absent Absent Absent Absent
d "‘:’":L""‘I‘ Absent in 1 gm Absent Absemt Absent Absent Absent Absent Absent Absent Absent
Stap. awre:
S Absent in | gm | Absent | Absent bsent Absent Absent Absent _Absent | Absent 1 Absent
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EEAL TIMF STABILITY STUDY REPORT

Name of Product Doxycveline Capsules TSP 100 mg Baich No. o[ AL152
Dezcripton of the pack 10"s ALTU-PVC Blister Pack Alfs. Daie | Tely2oll
Darameters and Test methods mosi Deescription, Identification, average weight, D.T, Dissolution tes:, Wazer , CTU, Fopirr D | Fema 2022
Assay & MLT
[ Seorase comditions o] 30°C +2"C and 65%+ P RH
Diace of Initiation Fuly 2011 TP ——— oo 0s
EESULTS OF ANALYSIS
TESTS LIMITS TRITIAL EEITTTY Titmt Tifoaie T font | 16 menti | 74 Viou® 7% iouth 3 menit
Fard gultin capsades. | Hard galstia Tad gebtz | Had gelatz | Hard gelat Hard gelaon | Hard geleim | Hasd gelatin | Hard geletia Fad gelat
size 3, Baving gresn cap | capsules size 3. capales size | capales size 3. | capales size 3. | capeules size | capsules size 3. | capsules size | capwules size 3. | capsules size
Description and e body baving gresn cp 3, having baving green baving gresn 3, havvimg baving gresn 3, hanving Laving Eresn 3, hanving
and grean body Fwacpad | cap amd pme | cap md e mwncapand |capamd mesn | preen capand | cap and mreen Ereen cap and
imesan body body body ean body body mreen body body Ereen body
The principal peak in the | The princigal peak "Thi principal The principal
chropatograph obtained the peak in the peak i the
with the best soluticn chropatograph chropatopaph | circmadogaph
corrssponds to the peak | obtained with the olbrtained with obraingd with
in the chromatograph test solmica the test soluticn | the st
R obrtained with tha coresponds to the corresponds to solution
Idestfication raferamcs sohition peak n tha HA HA HA HA HA the peak = the corrssponds o
chroparograph chropatograph | the peak in the
obtained with the olbtained with chromaiogaph
mefaramcs solution tha rafarence ohtained with
solution the refarancs
sclutica
Dmg-1 g 25l mg MA NA MA Na NA 253 mg ¥ mg
7Tmin
MMT 30 mins S min JSpuin 7 min fmin 6 min T min
T]98.06% 1]90.41% 1]95.1%% NEEER) 1]9155% 1] 908
2] 10L.11% 2] 9E.04% 2] 96.86% 1] H13% 2]9358% 1] 92.46%
. . 3] 100.28% 3)96.36% 3] 95.48% 3]93.%% 3]921%% 3]8128%
Dizzolution est 48828 BESY BE SR 4] 83.00% 4]8342% 482308
5] 101.07 5] 98.51% 5] 95.46% 5] 95.62% 5] 92.43% 5]91.25% 5] 9215%
6] 98.16% §] 9E.E2% 5] 96.92% 6] 94.85% 6] 93.80% 6]92.51% §]9L41%
c vahe : NMT
ot 15.0 whan dstarminad 24 HA N HA NA A 16 14
r om 10 individeal mmit
REAL TIME STABILITY STUDY REFORT
‘Name of Prodoct veline Capsules USP 100 mg Batch No. : [ M52 i
_Descrigtion of the pack A Blister Pack Mz, Date : | July 2011 |
iption, Identification, average
Paramwters and Test methods mo weight, D.T, Dissolution test, Water & Expiry Date : | June 2014
S | Assay ——
39 o <
Date of Initiation July 2011 Cind 63% — —L
— — | . s 15— |
TESTS | LIMITS - — RE
iy - ) INTHIAL 3 Month & Month 9 Momth 24 Mosth 36 Menth
Water Contest | NMT 5.5% 2.4 % 221% 2.42 243 2.74% 2.85%
+
Assay e to 106 09 54% 90.65% 00,1219 OR.88% 9B 14% 97 23%
Total serobic microbial cosnt
Bucterla ‘ -\""; 1000 40 42 cfa'g 40 cf'g 0cfivy | 42chue 40 cfuy A0cfisg Schvg | S0cfg
cfi'g | |
Tungl | NMT 100 cfu'g Absent Absent Absent 1 Absent 1 Absent Absent | _Absent Absent I Absent
Test for specified microorganisms:
EColi l Absent in 1 gm | Absent Absent _Absent_ Absent Absent Absent Absent Absent Absent
Salmoneilae | Absent in 10 gm Absent Absent Absent Absent Absent Absent Absent Abment Absent
Prendemanads | Abweet in 1 gm Absent | Absens Absent Abseon | Absent Abscnt Absent Abserst Abserst
|
Stz e
| 2R | Absentin 1 gm Absent |  Absent Absent Absent Absent |  Absent | Absent Absent
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EEAL TIMF STABILITY STUDY REPORT

Name of Product : | Dexycychine Capsales USP 100 mg Baich No. - | M3
Dezcription of the pack < | 107s ALTT-PVC Blister Pack Alfz. Diaie = | July 2011
Parameters and Test methods Description, Identification, sverage weight, D.T, Dizssolation test, Water , .
. H - : : E D = | Juns 2014
monitored CU.Assay. & MLT T -
Storage conditon: z | 30°C £2°C amd 67%+ 0 RE
Initiation o | Fu20m1 = =
Dace of i Date of : R
BESULTS OF ANALYSIS
TESTS LoJors INTTIAL 3 Manth & Aomch % Mot 17 hesnth 18 momchs 14 Meonth 36 Month 38 monch
Hard gebirin Hard gelaon | Hard gelat Hard gelatn. Hard geliz Hard galaim Hard gelan | Hard gabein Had gelatn, Fard galats
caprnlos s2e 3 capunles size capwales size 3. | capealoes size 3, capsules size 3. | capoules size 3. | capsules size | capunlessized. | capealon size 3, caprales wize 3,
Deezcripiion baving meen cap 3, baving heving gresa having mesa cap | baving mresa Eaving mesa 3, baving Eaving meen having mesa cap | haing gresa cap
and o body grean cap and cap and gresn aad presa body cap aad gresn cap a=d gesa geen cap and | cap and meen aad presa body aad green body
grean body body body body grean body body
Tha principal The principal The princpal The principal
Ptk in the peal in the peak intha peak iz the
chr chr chromaingraph chrozmtograph
chizined with the | chizined with obiaized with obtained with the
best sohtion i teat the test solution | test solotiom
- - comasponds to the | scluten comrespeads to CorTR] o
Ideatification b im g 3t 1 HA HA HA HA HA MA the pask in the the prak i the
chr thia peak in the chromatngraph chrozmtom
chizined with the | chromategraph obtaizmed with obtamed with the
refarance selmtion | cheained with ‘tha Tafarencs rafamunce wohuton
e refarsacs solbaticn
solution
Average . - e
Teihs 22 Smp T 252 mg NA NA NA NA NA Na 254 mg 154mg
Eﬁ'“f"'“' MMT 30 meins. 5 min 5 min 5 min 5 pin § min min 7 min 7 min —
17101 56% 1]9922% 119821% NEQEEL 1105 86% 1103 8%% 1784 72% 1]813% 1]5037%
TS ) ] 99 B2% 2] ¥801% 1] 97.7%% 7] 96.68% 2] 84 53% 2]9407% 2] 81 M% 2] 92 %%
— Y R Q= | 31700.00% 3] 98 34% 3]9733%, 3] 8502 3] 98855 3] a8 3] 92.78% 3] 93.14%
oimrinm pes mm 4] 99.13% 4] 07.01% 4] 9612% 4] 9526% 4] o8 0% £]9311% 4] 53 28% 4]53.12%
5] 101.45% 5] 89.77 5] 8E03% 5] 9730% 5]95.21% 5]94.85% 5] 93.56% 5] 9L62%
] 99.62% 6] S84 6] 96.72% 6] 8E.03% ] 9323% 6] 54 2% 6] 82.10% 6] 5238%
Arceptace
walae . NMT
Content 150 when
NA HA NA HNA HA HA il 31
Uniformity | derenmined on 30
10 imdividual
unit
MESTABILILY STUDY REPORT
Name of Product Doxycycline Capsules USP 100 mg | Batch No.  esass
Descripton of the pack 0's ALU-PVC Blister Pack Mg, Date : | July 2011
Description, Identification, average weight, D.T, | -
Paramet:rs and Test methods monitored Dissolution test, Water , CU, Assay. & MLT Expiry Date | June 2014
e Sterage conditiens | + S% RH = I
Diute of Initiation ) July 2011 [ Date of compietion 1
. | RESULTS OF ANALYSIS
| T | LINETS INITIAL 3 Manth & Menth 9Menth | 12 Month | 18 months 24 Month 36 Month 39 menth
Water Canlent NMT 5.5% 121% 251% 2.68% 316% 35 I8 L10% L22%
— 4 4 1 4 Y
Assay 90%% 10 120 99.78% 99.55% 98.73% 98 45% 98 18% TR 97.621% 28 91%
Teotal acrobic microbial count
Bacteria .‘\"-lLI'HJl.' 30 clu'g 32cfg 35¢ciug 35 cla/g 20 cfv'g 40 cfug 45cfu'y 45 cfwg SO cfiag
c 2
| Fungi | NMT 100 clivg Absent Abscnt Absent 1 Absent Absent | Absent Absent Ahsent Absent
| Test for specified microorg: o . S S —
l | Absent in 1 gm Absent | Absent Absent | ¥ Absent | Absent Absent Ahsent Absent |
ronelioe | Absent in 10 gm | Absent | Absent ot Absent | Absent Absent Absent Absent Absent
: F‘“““”““T“‘LJ Absent in | gm Absent Absent Absent Absent | _Absent Absent Absent | Absent |  Absemt |
| Stap. aurens | Absentinigm | Absent Absent Absent Absent | Absent Absent _Absent | Absent | Absent

14

s ‘
i ?,c..:ﬁﬁ““?&“
M. S M. Daptardar

7 OA Mg

Anager

OPKO chile s.A.

An OPKO Heaith Company




DOXICICLINA CAPSULAS 100 mg
Estudio de estabilidad

Iv. DISCUSION

De acuerdo a los resultados obtenidos en el Estudio de Estabilidad, tanto Acelerado como a
Tiempo Real de los lotes M151, M152 y M153, se puede verificar que los lotes estudiados no
muestran deterioro fisico o quimico en el envase utilizado (Blister ALU/PVC). No se evidencia una
disminucién significativa en la valoracién del activo, y los pardmetros analizados se mantuvieron
dentro de los limites especificados, durante al menos 36 meses en el estudio a tiempo real y
durante 6 meses en el estudio acelerado.

V. CONCLUSION

Basado en los datos adquiridos de los estudios de estabilidad a tiempo real y acelerado, se
concluye que el producto analizado es estable por un periodo de 36 meses si se almacena en su
envase original cerrado, a una temperatura no mayor a 30°C £ 2°C y una humedad ambiental de
65% + 5%.

VI. ESPECIFICACION DE LA VIDA UTIL

Se propone un periodo de eficacia para Doxiciclina capsulas 100 mg de 36 meses a partir de su
fecha de fabricacién almacenandolo en su envase original (Estuche de cartulina impresa que
contiene Blister ALU/PVC), mas folleto de informacién al paciente, todo debidamente rotulado y
sellado, a una temperatura ambiente no mayor a 30°C £ 2°C, protegido de la luz y la humedad.
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