RESULTADOS ESTUDIO DE ESTABILIDAD

Las siguientes tablas, indican los resultados obtenidos en el Estudio de Estabilidad del producto

Bleomicina Liofilizado para solucion inyectable 15 U

Temperatura Ambiente = 30 °C + 2 °C Humedad Relativa = 75 % = 5 % HR

Lote: 1174402

Parametros Especificacion 0 meses 3 meses 6 meses 9 meses | 12 meses | 18 meses | 24 meses
Taco liofilizado Cumple Cumple Cumple Cumple Cumple Cumple Cumple
Aspecto Fisico | blanco.
Cumple Cumple Cumple Cumple Cumple Cumple Cumple Cumple
requerimientos de
claridad de la
Solucion solucion,
reconstituida No No No No No No No
No debe presentar detectado detectado detectado detectado detectado detectado detectado
particulas y/o pelusas
en suspension.
Limites:
pH 4,5-6,0 4,7 4,7 4,8 4,8 4,7 4,8 4,8
: Limites: 2,7 2,6 2,9 2,2 2,5 2,4 2,9
Contenido de No méas de 6,0 %
Agua
Limites: No mas de No mas de No mas de No mas de No mas de No mas de No mas de
Cobre No més de 0,1 % 0,1% 0,1% 0,1% 0,1% 0,1% 0,1 % 0,1%
A2: 55% - 70% 68 64 68 68 69 62 65
. B2: 25% - 32% 29 32 30 30 30 31 31
Contenido de
Bleomicina B4: No mas de 1 % 0,5 0,1 0 0 0 0,3 0
Az + B2: No menos de 98 96 98 98 99 94 96
90%

: Limites: Menos de - - - - - Menos de
Endotoxinas | o mas de 10,0 UE/ | 10,0 UE/ 10,0 UE/
Bacterianas Unidad de unidad unidad

Bleomicina.
Esterilidad Esteril Cumple - - - - - Cumple
IR: Cumple
. Cumple Cumple Cumple Cumple Cumple Cumple Cumple
Identidad Test de Sulfato:
Cumple
Limites:
90,0-120,0 % 15,21 UI 15,26 UI 15,03 UI 15,08 UI 14,73 UL 14,97 UI 15,03 UI
Valoracién (13,5- 18,0
Ul/frasco ampolla) (101,4%) (101,7%) (100,2%) (100,5%) (98,2%) (99,8%) (100,2%)




Lote: 1174403

Parametros Especificacion 0 meses 3 meses 6 meses 9 meses | 12 meses | 18 meses | 24 meses
Taco liofilizado Cumple Cumple Cumple Cumple Cumple Cumple Cumple
Aspecto Fisico | bfanco.
Cumple Cumple Cumple Cumple Cumple Cumple Cumple Cumple
requerimientos de
claridad de la
Solucién solucion,
reconstituida No No No No No No No
No debe presentar detectado detectado detectado detectado detectado detectado detectado
particulas y/o pelusas
en suspension.
Limites:
pH 4,5-6,0 4,7 4,7 4,8 4,8 4,7 4,7 4,7
. Limites: 2,6 2,9 2,5 2,8 2,6 2,4 2,5
Contenido de No més de 6,0 %
Agua
Limites: No mas de No mas de No mas de No mas de No mas de No mas de No mas de
Cobre No mas de 0,1 % 0,1 % 0,1 % 0,1 % 0,1 % 0,1 % 0,1 % 0,1 %
A2: 55% - 70% 68 65 68 68 69 62 66
. B2: 25% - 32% 29 31 29 29 30 31 32
Contenido de
Bleomicina B4: No mas de 1 % 0,5 0,2 0 0 0 0,2 0,3
Az + B2: No menos de 98 96 98 98 99 94 95
90%

: Limites: Menos de - - - - - Menos de
Endotoxinas | o mas de 10,0 UE/ | 10,0 UE/ 10,0 UE/
Bacterianas Unidad de unidad unidad

Bleomicina.
Esterilidad Esteril Cumple - - - - - Cumple
IR: Cumple
. Cumple Cumple Cumple Cumple Cumple Cumple Cumple
Identidad Test de Sulfato:
Cumple
Limites:
90,0-120,0 % 15,15 UI 15,23 UI 15,26 UI 15,02 UL 14,81 UL 14,87 UI 14,72 UL
Valoracién (13,5- 18,0
UI/frasco ampolla) (101,0%) (101,5%) (101,7%) (100,1%) (98,7%) (99,1%) (98,1%)




Lote: 1174404

Parametros Especificacion 0 meses 3 meses 6 meses 9meses | 12 meses | 18 meses | 24 meses
Taco liofilizado Cumple Cumple Cumple Cumple Cumple Cumple Cumple
Aspecto Fisico | blanco.
Cumple Cumple Cumple Cumple Cumple Cumple Cumple Cumple
requerimientos de
claridad de la
Solucion solucion,
reconstituida No No No No No No No
No debe presentar detectado detectado detectado detectado detectado detectado detectado
particulas y/o pelusas
en suspension.
Limites:
pH 45-6,0 4,9 4,9 4,9 4,9 4,9 4,9 4,9
: Limites: 3,6 2,7 3,6 3,7 3,0 3,6 3,3
Contenido de No més de 6,0 %
Agua
Limites: No mas de No mas de No maés de No maés de No mas de No mas de No mas de
Cobre No més de 0,1 % 0,1% 0,1% 0,1% 0,1% 0,1% 0,1% 0,1%
A2: 55% - 70% 65 64 64 68 62 61 63
. B2: 25% - 32% 31 31 31 30 31 31 30
Contenido de
Bleomicina B4: No mas de 1 % 0,3 0 0,3 0 0,2 0,5 0,3
Az + B2: No menos de 96 96 95 98 93 93 94
90%

. Limites: Menos de - - - - - Menos de
Endotoxinas | o mas de 10,0 UE/ | 10,0 UE/ 10,0 UE/
Bacterianas Unidad de unidad unidad

Bleomicina.
Esterilidad Esteril Cumple - - - - - Cumple
IR: Cumple
. Cumple Cumple Cumple Cumple Cumple Cumple Cumple
Identidad Test de Sulfato:
Cumple
Limites:
90,0-120,0 % 15,50 UI 15,21 UI 15,41 UI 15,17 UI 15,08 UI 15,09 UI 15,03 UI
Valoracion (13,5-18,0
Ul/frasco ampolla) (103,3%) (101,4%) (102,7%) (101,1%) (100,5%) (100,6%) (100,2%)




LONG TEEBM STABITITY STUDY RFPORT

BLEOAYCIN SULFATE
Product MName =i AT Mifg Date Jume 11, 2014
for Injection 15 units
Active Inpredient Bleomoyomm Sulfate Exp. Date Jupe 10, 2016
Baich Mo. 1174402 Packagzimgz Colorless Vial
Storage Condition I0=2"CT5+ 5% EH Eeforence UsP
Mlemihs
Test Specification L] 3 L] 9 1z 18 4
Desripton :“EE::E:: wial mnct el [ Coofiores Conorms Coaformss Coonforms Coafoos Clonforms
By IR : The IR sheorption
wpectums  of the Tew
seomen md the Stewderd | | Confooms Conforms Comforms Confomms Comforems Conforms Conforms
e, seomen axhibit s
IZanzfzamaa af the wame warrelangths.
By Test for Solime I
msponeds to the wmat for | Conforms Confiorms Comfrms Coxforms C.om formms Confomms Confomms
walfabe
pH Betweon 4 5 md 5.0 4.7 +.7 45 48 47 4.5 45
Watar NAMT* 6.0% T X6 19 23 23 2.4 13
C oppar HAT 0.1% NMTO.1% | MMWTO1% | WNMTO1% | NMTO % | NMT0.1% | NMMT0.1% | NMT0.1%
Corpletensss and Chbty
A of sohitom Comforms C onfires Com forms Coaformes (C.om frrns Confomes Confnrms
Comemted | Most the requisemant
sl Forsdign matiar ot Hot Haot Mot Haot Mot Not
HNot demcoed detecrad Saracted detectad datacted detmooad datacted deteced
Ay - 5% ~ T0% -1} &4 SB [ &9 &2 63
B I ] | ] .l 3 3 1
Coomtant of B, : 1% = 31% ! 32 30 3 30 il 31
Hlnomycm B, - MMT 1% o5 0.1 o o a 03 9
Ay + B, : MLT 507 QF G 9B g on L] Db
: Lo than Loss Ban
E"I"":‘:__ﬂ"_ WALT 1.0 ETHmit 100 : 2 2 z : 100
S FLiLinit ELHnit
Steribity Starile Sterile ] — = = - Smaile
2= 10 o HBIT G000 23 33 £ 3 1 3 43
Perticalsie Matier
=25 pm HMIT 600 | ] 3 L 1 4 X
> . . Acceptance Valne : -
Wedght Variation WRIT 1505 3.3 3.6 33 i B 389 313 32
Adrtighmeas Ko leak Mo leak Mo leak Mo leak Mo leak Mo eak Mo leak Mo leak
Ay 20.0% to 110.0% 101 1017 1002 1005 9E2 SGE 10402

*HMT : Notmore than, **HD : Mot detected
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LONG TEBM STABTILITY STUDY RFPORT

BLEOMYCIN SULFATE
Product Name - P Mfg. Date June 20, 2014
for Injection 1 units
Active Ingredient Bleomyein Sulfate Exp. Date June 19, 2016
Baich Mo. 1174403 Packazing Colorless Vial
Storage Condifion 30 =2°CH5 = 5% RH Eefarence UsP
Aemihz
Test Specification L] 3 L] 9 12 18 4
Descriptbion ?};{:_i:ﬁfﬂd asE Comforms Conforms Conforms Conforms Conforms Conforms Conforms
By IE : Tha IR shuorption
pectruns of the Tew
speamen md the Stowderd | Confiozas | Conforms Confazs Cozforms | Condorzs Cozforms | Conforms
e specmcen axhibdt mawiom
Idezzfzazon af the same warulungths.
By Test for Swifme - It
miponds 1o the et for | Comfooms C onformes Comioams Coxforms Comforms Coxforms Comstrms
wal farg
pH Borweean 4.5 and 5.0 4.7 47 45 4.5 47 4.7 47
Watar HNMT* 6.0% 15 9 23 2.8 15 2.4 2135
Copgsr NAIT* 0.1% NMT0.1% | MMTO1% | NMT0.1% | MMT 1% | NMT0.1% | MMT 0.1% | MMTO0.1%
Completemsss and Clarity
L of sahnticn Ciomfiorms C onfornes Comorms Confornes Com formns Confornes Comforms
Comtind | Moot the soquisument
: Forsdgm matier Not Hot Not Mot Not Mot Not
Nt detected dotzctad dabected detecied dabected detecied dabected deteced
Ay - 5% ~ T 1] &3 1] &8 50 .41 66
Comtant of By : 25% -~ 32% ) 31 ) 29 30 31 32
Bleomycin B. : MMT 1% 0.3 0.2 a 0 a 0.2 03
A+ By HLT 50% ] 5 ] 58 o9 o Q5
. L than Lass than
poactmmal | NAMT 10.0 EUUait 10.0 - - - - - .
) 3 ELVUnsit ElTnit
5 tarility Sturils Stenile - - - - - Sterile
=10 um | NMT G000 14 13 2 4 1 3 3
Particalate Mattar
=25 pues | MMT &30 Q 3 1 i Q 1 2
e Accepance Valns : -
Wadght Variation | 3o pr 15 pey 3146 3.7 4.1 44 3.3 42 36
Airtighmess HNo kak Mo leak Mo leak Mo leak Mo leak Mo ek Mo leak Mo leak
Assany 20.0% 1o 120.0% 101.0 1013 1017 1001 9E.7 L] 6.1

*NMT : Mot more than, **ND : Not detectsd

.].::.
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LONG TERM STABILITY STUDY REPORT

BLEOAYCIN SULFATE 5
Product Name TR = a Mfg Date Juby 25, 2014
for Imjection 15 units
Active Ingredient Bleomyein Sulfate Exp. Date Juby 24 2016
Batch Mo. 1174404 Packaming Colorless Vial
Storage Condition 30 = 2°C75+ 5% RH Eeference usp
Aomiths
Tesit Specificadon L] 3 L] L 12 18 4
Desoription ?};{:_iﬁm Rl [y Conforms Conforms Conformes Comforms Coadnares Conforms
By IR : Tha IR ahworption
wpectrures of the Tew
specmen md the Sionderd | | Conforms Conforms Consorms Confiorms Conforms Confiams Conforms
T secmen axhibdt mawiym
IdanaSzaman at the sams wavelangtis
By Test for Swifme Ir
msponds o the st for | Comforms Conforms Confoorms Coafoams Conforms Coxfoam=s ConSorms
walimng
pH Berwean 45 md §.0 49 49 19 45 49 49 419
Watar NBIT* 6.0% 3.8 T 3& 33 3o 38 33
Coppar HNAT*0.1% NMTO1% | NMT O 1% | NMT01% | MBTO 1% | NMTO0.1% | MMT O 1% | NMT0I%
Conpletemess and Cladcy
ke of solntom Comfioams C onformes Comfooms Confomes Coomforms Coxfoars Confoms
"'E:';u: Msst the requisamant
pior Forsdgn patiar Noat Mot Hot Mot Nant Mot Not
Nt detsctad detectad daracted detecnad datected datectad derectad detecied
Ay - 5¥% - TR &3 &4 54 8 &2 &1 &3
c of By : X%~ 3% 31 il 31 30 31 31 0
b e B, : MMT 1% o3 0 0.3 o o2 L 03
Ay +Bs  MLT 50% ] ] 93 83 23 23 B4
: Logs than Laoss than
poaurial | MALT 10.0 EUUmit 100 - ; S z = Loo
2 ELNTinit EL it
5 barility Starile Stmmila - - - - - Sterile
= 10 g KT G200 33 33 2 % 9 iz 2
FPasticalate Mattor
=25 pm NMT SO0 3 I 3 2 ] I X
& e Accepances Valoe : %
Wedght Variation WRLT 15.0% 64 6.5 39 49 62 i3 16
Adrtighmeus No keak Mo luak Mo lak Mo leak Mo leak Ho ek Mo leak Mo leak
Aznay 0.0 e L300 1033 100+ 1927 1611 100.5 1006 1002

"NAT : Motmere than, **ND : Mot detecied
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Estudio de estabilidad del reconstituido y diluido.

IN-USE STABILITY STUDIES

BLEOMYCIN SULFATE for Injection 15 units

::I KOREA UNITED PHARM. INC.




1. FROTOCOL

1.1. Product Mame

1.2, Actrve Ingredient

1.3. Analy=is Diate

1.4. Conc. of Feconstituton

1.5. Method of Feconstituton

1.6. Storzge Condition

1.7. Test Products

: BLEOMYCIN SULFATE for Ijection 15 units

: Bleomyvem Sulfate

: June (4, 2018 ~ Tune 07, 2018

;3 umtsml, 1.2 umts'ml

: The BLEOMYCIN S5ULFATE 15 umits vial should be

reconstituted with 5 ml. of stenle water for mjechon
and stenle bactenostatic water for imjechon. &0 umts of
BLEOMYCIN SULFATE are dissolved mm 50 mL of

sodium chlonde for mjection 0.9%.

: The reconstituted solufion 15 stored at room temperature

(30°C) for up to 24 hours.

Batch Mo, Wfz. Diate Exp. Date Batch Size

1174604 June 1%, 2016 Tme 18, 2018 3,000 Vials

1174801 February 14, 2018 February 13, 2020 3,000 Vials

1174802 Febrary 18, 2018 Febmary 17, 2020 5,000 Vials

} KOREA UNITED PHARM. INC.




1.8. Test Parameters

Fequrements

Vizual Inspection

Between 4.5 and 6.0

Between 20.0% and 120.0%

Content of Bleomyeins

A - Betwesn 55% and T0%

B: : Between 5% and 32%

B : Mot more than 1%

4> & B; - Not less than 9%,

1.9. Test Conditons

Dhluent=

Conditions

Concentration

Sterile water for mjection

For 24 hows at room
temperature (30°C)

3 umts'ml

Stenle bactenostatic water | For 24 hows at room
temperature {30°C)

for nmjection

3 nmotsmlL

Sodium
imjection (.9%

chlonde for |For 24 houws at room
temperature (30°C)

1.2 umts/mL

1.10. Test Plans

Conditions

Sampling Infervals (hours)

Stenle water for injection for 24 hours
at room temperature (30°C)

Imihal, 12, 24

Stenle bactenostatic water for injection
for 24 hours at room temperature (30°C)

Initial, 12, 24

Sodium chlonde for injection 0.9% for
24 hours at room temperature (30°C)

Inifial, 12, 24

::l KOREA UNITED PHARM.INC.




LEESULT

1.1. Sterile water for injection for 24 hours at rosm temperature (30°C)

1) Batch MNo. 1174604

Test Speafication

Desenphon | Clear, colorless solubon
pH Between 4.5 and 6.0
Aszay Between 90.0% and 120.0%:

A - Between 55% and TR

Content of B: : Between 25% and 32%
Bleomyems | B, : Mot more than 1%
A; & Bs - Mot less than 90%

2) Batch No. 1174801

Test Speafication

Desenphon | Clear, colorless solubon
pH Between 4.5 and 6.0
Assay Between 90.0% and 120.0%

A - Between 55% and TR

Content of B: : Between 25% and 32%
Bleomyems | B, : Mot more than 1%
Az & Ba - Mot less than 90%

3) Batch No. 1174802

Test Speafication 1fzal 12 hours
Desenphon | Clear, colorless solubon Conforms | Conforms
pH Between 4.5 and 6.0 . 52 53
Assay Between 90.0% and 120.0%: 1004
A; - Between 55% and T0%% £3.3 68.5

Content of B: : Between 25% and 32% 297
Bleomyems | B, . Not more than 1% 2 0.5 0.3
A7 & By - Hot less than 90% N 95.1 g7 e

} KOREA UNITED PHARM.INC.




2.2, Sterile bacteriostatic water for injection for 14 hour: at room temperature (30°C)

1} Batch Ho. 1174604

Test Specification

Desenption Clear, colarless sclution
pH Between 4.5 and 6.0
Azzay Between 30.0% and 120.0%%

A, - Between 55% and 70%%

Content of B; : Between 25% and 32%
Bleomyems | B, . Not more than 1%
A5 & B : Mot less than 90%

1) Batch Ho. 1174801

Test Specification

Desenphon Clear, colorless soluton
pH Between 4.5 and 6.0
Amsay Between 80.0% and 120.0%

A5 - Between 55% and T0%%

Confent of B: : Between 25% and 32%
Bleomyems B. : Mot more than 1%
A7 & Bz : Mot less than 90%

3) Batch No. 1174802

Test Specification

Dezenphon Clear, colorless soluton
pH Between 4.5 and 6.0
Azsay Between 30.0% and 120.0%%

A, - Between 55% and T0%%

Confent of B: : Between 25% and 32%
Bleomyems B : Hot more than 1%
A5 & Ba - Mot less than 90%

::l KOREA UNITED PHARM.INC.




1.3 Sodium chloride for injection 0.9% for 24 hours at reom temperature (30°C)

1} Batch No. 1174604

Test

Specification

Desenphon

Clear. colarless solubon

pH

Between 4.5 and 6.0

Aszay

Between 90.0% and 120.0%

Content of
Bleomyemns

As : Between 55% and 70%%

B;: : Betoreen 25% and 32%

By : Mot more than 1%

Az & B; - Mot less than 30%

2} Batch No. 1174801

Test

Specificaton

Dezenphon

Clear, colorless solubon

pH

Between 4.5 and 6.0

Aesay

Between 90.0% and 120,070

Content of
Bleomyeimns

As - Between 55% and T0%%

B: : Between 25% and 32%

B : Mot more than 1%

A7 & B: - Mot less than 9%

1) Batch Mo

1174802

Test

Specification

Desenphon

Clear. colarless solubon

pH

Between 4.5 and 6.0

Aszay

Between 90.0% and 120.0%

Content of
Bleomryems

As : Between 55% and 70%%

B;: : Betoreen 25% and 32%

By : Mot more than 1%

Az & B; - Mot less than 30%

} KOREA UNITED PHARM.INC.




3, CONCLUSION

The stability test of the reconstituted solition parformed for 24 howrs at room temperature
(30°C). The satisfactory result was found m the stabihity test, conformng to the required
spectfications. Therefore, the stabulity test of this product 15 gnaranteed for a penod of 24
hours at reom temperature (30°C).

-] &

Alr. Ki-Young Do
QC/QA Director

} KOREA UNITED PHARM.INC.
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