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Product Name

Topotecan for Injection 4 mg (base)/vial

Batch Number 2 PK?@]

Batch size 12L Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00

6.3 TRANSFER OF RUBBER STOPPERS:
Transfer the ready for sterilization rubber stoppers from warehouse to the unit preparation area through the
static pass box (CSP/104) of equipment wash room (CSLG 014).

6.4 STERILIZATION OF RUBBER STOPPERS AS PER SOP No. SOP/CSP/037:

Cycle started at: _ 2§ !'L|& Cycle Completed at: el |
Sterilization Hold
Date Load | Load Pattern No.of Totalsct}(t)y o:'rrsubber Time Done | Ckd.
No. Bags PP by* | By"
From To
igyjejos | O 7 gl 22239 | 2209 [ C@/
(Graph attached on the reverse side of page)
6.5 STORAGE OF STERILIZED RUBBER STOPPERS
(NMT 48 HOURS AFTER STERILIZATION):
Eq. Id. Storage Time* | Done e
Procedure No. SOP No. Date Fom | Ta by* Ckd. By
Store the sterilized ) Ul Jos 23" 47| - | Chavabh %J
Rubber stoppers under | CSP[o3S™ | SOP/CSP/072 Q/‘
LAF in cooling zone. ~ s | Criooy
15 |le - 2T (Lavet
[lps 4 1Koy
* Hold time starts after completion of sterilization to end of filling.
*Production
Form No.: SOP/QAD/038-02 Rev. 00 CONFIDENTIAL QA Signature
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MFG.RY FACHTH FaRRIK
CUSTOMER 7S DARLR FHARMO LTD.
EGQUIFMENT P STEAM STERTILIZER

BATUH DATH

STERILIZER MO 21007

BATEH MO 20

GUANTITY sl

OFERATOR CODE i

FRINT, INTERVAL 260 SED

DATE 2 14/10/08

FIME 121248258

FROCESS P BTOFPER & FLIP

BET FORAMETERS

FRE walur =0, 750 BaR

PRI FRESSURE (. 200 Bak
NG OF FRE FULSE 3 HMOS

BET FOINT-L 11¢.0 DEG ©
SET POINT-2 115.0 DEG €

SET POINMT~3
SF-1 MOLD TIME

118.0
2 MIN

DESG O

FF s oee br s s o33 g

SP=2 HOLYD TIME 3 FiW

SF--3 HOLD TTE B MIM

HEAT LR CONTROL BanMD t Q.2 DER
STER MHOLD TEMF # 121.% DEG
STER HOLD TIME 2 30 MIM

TEMP QONTROL. Bakb t 0.8 DEG C
OVERSHOOT TEMF | 1240 DEG ©
STER COUNT STDF TEMP # 120.% DEG C
STER COUNMT RESET TEpMP : 120.8 DEG ©
POST YACLULM # ~0.730 EAR
FOST FRESBURE i@ =0.100 @Al

VAL HOLLD TIME
MO OF FOST FULSE
EXHAUST ON TIME
EXHAUST OFF TIME
PROCESS END FRESSURE
CHAM PRESSURE HIGH

30 T
1 NoS
S BEC
50 BEC
=0 060 TAR
LS00 Rak

S3 3 s oM oo

MFGy BY SMATHIN FARRTK

DUSTOMER M8 DARLIR FHARMA LD,
DATE 214710708

TIME s R 4D U

EQUIFMEMT PETEAN STERTILTZER
FROCESS SSTOPFER & FLIF OFF SEAL

3
OF b

On X axis 1 divislon (Temp) = 4 dog C.
OnY axis 1 division (Thms) = 10 min
Suip chart spesd = B0mahr

B

Prod-Operator Prod Officer
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TIME

21 2490 1?

21249221

RE203:49
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pRr0he
2306217
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22108421
220 u22

22110221

T
DEG ©

0E0 .4
03D.3
0298
QRI .6
02%9.9
030.0
OB0.0
0BO. L
043.8
o7 §
089 .4
094.8

ORE. 4

O80.0
0865
095. 1
102.0
104.9
107.4
10%9.%
L10.9
10%.8

08P .9

TZ
DEG ©

03%.7

051.9
06641
O74.é
O80.8
OR5.92
090.4
093.9
096.0
OPE.LY
101 .2
103.2
10%5.0
1046.8
107.%
09747
ove, 8
D65, 8
OBl W7
291,14
0971
100.?
103.%
106.4
108.4
110.0
1091

091.0

T3
DEG ©

O4H .G
Cat.l
03,1
0aR.a4
030.3
063 .0
G781
Q7.9
04, 7
08%.4
ORG.7
OR6 . 4
098.9
1OL.G
103.4
1o5.2
Lo&.9
107.6
OF3.4
079.9
048G, 8
DBLLE
OPL 4
CO7 4
1oLz
104,14
1066
108.8
F10.2
109 .5

0P .4

T4
DEG ©

035.9
6.0

ONI.0

055.4
04,0
074.5
080.8
083.3
07 .4
0910
095 .4
098.7
Q9P . b4
o1.2
104.2
107.4
108.2
09846
079, %
067, 1
084.5
090.9
096.7
100.8
108.2
106.9
1050
110.4
1092

0P1L.8

T
DES ©

0446.0
Cas6.1
84,0
n43.,4
051.9
Ghlhed
G735.C
Q79 L
OB3.&
.2
Q72,1
09H.0
O97.8
100.3
102.4
104.4
104.1
10609
094.35
D78 .4
0&HE, 2
081 .8
0FL.2
0R7.1
100.8
103.8
106.3
108.4
110.0
1084

OP0 b

FRES
Bk

“Qu021
~Qa U3
Q. 4G4
Q). PET
w0 o 04
=0 448
B o
B STl B
0 104
00 . 008
G005
00,151
ORI
00 284
Q0. 348
GOLELT
QO.877
Q0 .49
=0. 201
- O, 393
~Q. 70
=B, 327
“Qwl?7
=0, 003
570 00 I )
00, &30
G0 335
QO LGB0
00, 494
COLEPE

=0, 3460

PROCTESS OR
FRE Yaijue

FRE WA

FRE FRESSURE

FRE FRESSURE

Fltk PRESSURE
PRE FRESBURE
PRE PRESSURE
PR FRESSURE

FRE FRESSURE

FRE PRESSURE
FRE FRESSURE
FRE FPRESSURE

FRE FRESSURE
FRE FRESSURE
FRE FRESSURE
FRE FRESSURE
FRE WAsLIUM
FRE WACULM
FRE VaCULm
FRE FRESSUIRE
PR PR s LR
PRE FRESSURE
PRE FRESSURE
PRE FRESSURE
PRE PRESSURE
FRE FRESSURE
FRE PRESSURE
PRE AN
FRE VACUUM
PRI SRCUUM
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Product Name

Topotecan for Injection 4 mg (base)/vial

Batch Number g )9 K 20)

Batch size 12L Batch Filling Code [0720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00

6.6 PRE CLEANING DETAILS OF EQUIPMENTS USED FOR ONLINE FILTRATION AND FILLING:
Clean the equipment and filtration accessories with the WFI in the wash table lying in the equipment wash

room (CSLG 014).

Cleaning started at: Q2N YO Cleaning completed at: _ 23 ' o%
Date: ‘\{J‘ \ojﬁ%
S.No. Equipment Name Equipment Previous Done Ckd.
Id. No. Product Detail By** By"*
I. | SSBeakers 500 mL, 1000 mL R S e I [
2, | *Platinum Cured silicon tubes - — - O
3. | Cartridge Filter Holder with stand caplya (e ™) &l P
4. | **50 mm disc type Vent filter s — & o
5. | Buffer Bottle - g M;ﬁ:\?ﬁi @l A
6. | SS forceps - R TR & <3
7. | SS filling needle i | @ [
8. SS syringe set - Cy *“":;’J‘”ﬂ“g,‘;:z) A~ ®
9. | Stopper hopper, Stopper rail, chute . - "“"‘mﬁ,‘{ 6~ ®
10. | Needle holding plate Hlaaary é - ()
11. | Nylon Fasteners --- — & - (R
12. | Stopper head set -— W'*Efm ‘ & @
13. | TC with Nozzle |G, &
14. | Manifold = Bt 05 G %
15. | SS clamps, gaskets and nozzles e e‘h’mﬁ & (ﬂ 4
**These equipments to be used product dedicated.
* To be Used Batch Specific.
*Production
Form No.: SOP/QAD/038-02 Rev. 00 CONFIDENTIAL

QA Signature l L
v




* Batch Filling Record (Part-A) Page 20 of 46
PHARMA
PLANT-II, BADDI
Product Name Topotecan for Injection 4 mg (base)/vial
Batch Number BPKo0 |
Batch size 12L Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00

6.7 FINAL CLEANING OF EQUIPMENT AND ACCESSORIES FOR ONLINE FILTRATION AND

FILLING:

A.R.No. Of WFI: 02LWE0gco0Td

Note: Final cleaning and rinsing of the washed equipments should be done with WFI under LAF No.:
CSP/059 in unit preparation room (CSLGO017).

Date: ' Hllo)o&

Cleaning Started at: ___ 22 '©0 Cleaning Completed at: _ 2310
S.No. Equipment Name Equipment | SOP No. Qty. Done Ckd.
Id. No. ‘ By“ By“
1. | SS Beakers 500 mL, 1000 mL SOP/CSP/006 | o\ to! | Jowdh | &
2. | *Platinum Cured silicon tubes - SOP/CSP/006 | oy~ oyt 63 M\/}Q'\ R
3 Ssaz;rctirldge Filter Holder with CsP/)ia | SOP/CSP/006 o g @LLX“ ﬁ
4. | **50 mm disc type Vent filter SOP/CSP/006 | o) Joswtdh | oR
5. | Buffer Bottle SOP/CSP/006 | o) Sewy  p
6. | SS forceps R SOP/CSP/006 | b6 | Jaowo\h| ;2
7. | SS filling needle - SOP/CSP/006 | oYy Ao | o
8. | SS syringe set — SOP/CSP/006 | ou()cet)l (S0 oo
(4) T —
9 f}t) u;t)ge hopper, Stopper rail, SOP/CSP/006 | 6\ + o) M‘v"&] GP/
10. | Needle holding plate - SOP/CSP/006 | O P I >
I1. | Nylon Fasteners e SOP/CSP/006 | (S Aot o
12. | Stopper head set s SOP/CSP/006 | 62 Aoy £
13. | Sealing head set with plate == SOP/CSP/006 - Koot R
14. | TC with Nozzle SOP/CSP/006 | 06 St T 9
15. | Manifold SOP/CSP/006 | o1 Jorsh R
16. | SS clamps, gaskets and nozzles e SOP/CSP/006 |0&-} 06-) 6 & ,,icewM &

**These equipments to be used product dedicated.
* To be Used Batch Specific

#Pproduction

Form No.: SOP/QAD/038-02 Rev. 00

CONFIDENTIAL

QA Signature :
“ /\J‘/
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Product Name

Topotecan for Injection 4 mg (base)/vial

Batch Number 8 PK N0}

Batch size 12L Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00

6.8 FILTER HOLDER PREPARATION:
A.R.No. Of WFL: _2W F C&0o0 4%
Note: Preparation of Cartridge filter holder should be done under LAF No.: CSP/059

Date: Y “°I07§

Time . Done Ckd.
S. No. Procedure SOP No. From To Observations by## By
21126 Cartridge filter
Assemble 4 inch cartridge housing Eq. Id.
1. SOP/CSP/022
filter holder under LAF No. (sP/i1>
21130 Ao esty ‘g”/
Am.u.lgerflent of 213\
sterilization grade filter:
Supplier: Millipore
Type: LAGL04TP6 Filter Serial
2. MOC: PVDF - No.:
Porosity: 0.22 p CINN)S TS
Place the filter in cartridge ebod— rg“““ eth '7'2/
filter holder and Note N
down the Filter Serial No. 21-38
Carry out Pre integrity of 2307
3. the cartilage filter and note | SOP/CSP/023 €3 q Pl Gokoy (p
the observation in Step 6.9 2.3:27
Carry out the sterilization v>Tojog
of the filtration 9420
g, || et g SOP/CSP/037
accessories. Record the
gelte;ils in table of step W2y ok Rovirden | W
“Production
Form No.: SOP/QAD/038-02 Rev. 00 CONFIDENTIAL

QA Signature l X
=




Q Batch Filling Record (Part-A) Page 22 of 46
PHARMA
PLANT-I1, BADDI
Product Name Topotecan for Injection 4 mg (base)/vial
Batch Number 8PK20)
Batch size 121 Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00
6.9 PRE INTEGRITY TEST OF PRODUCT FILTER (BUBBLE POINT TEST):
e Perform the pre filter integrity of the Product filter as per SOP No. SOP/CSP/023.
e Properly wet the filter by flushing cool WFI before undergoing pre integrity test.
» Bubble point value is NLT 50 psi with WFI. ’
Date Filter Filter Cartridge Observed ‘R/es_ult Done Checked
Catalogue Serial Filter Holder | Bubble Point | (Pass/Eail) | By™ By"*
3 AT
M\‘°\°“ L’%'c,c.,o‘ﬂ'(é : 0 607? ok € (/):3 54 ﬁw Ghan ¥

6.10 PRE INTEGRITY TEST OF AIR VENT FILTER (BUBBLE POINT TEST):
» Perform the pre integrity test of the Air vent filter for buffer bottle as per SOP No. SOP/CSP/023.
e Properly wet the filter by flushing 60% IPA/WFI mixture before undergoing pre integrity test.

¢ Bubble point value is NLT 16 psi with 60% IPA/WFI mixture.

Date Filter Filter Cartridge Filter Observed Bubble Result Done | Checked
Catalogue | Serial Holder No. Point (Pass/Fail) | By* By™
No No.
FNe
A" A pmTafiSeto fq ?q'(:go‘ = 221§ {en Soban 5{2 q

0 \‘\4\‘\%)

*Production

Form No.: SOP/QAD/038-02 Rev. 00 CONFIDENTIAL

QA Signature “ S
/?




INTEGRITEST EXACTA

mstrument Serial Number:
WR20679
Date:
10/14/2008
Time:
11:0732PM
Test Serial Number:
200810142207
Test Name:
LAGL BPT
Test Revision:
2
Test Description:
BUBBLE POINT

Bubble Point Test

Filter Catalog Number:
LAGLO4 TPE
Tesat Fluid:
Water
Filter Descriplion:
Optiseal Cariridge Filter With
Durapore Membrane | 6/pack

Filter Size:
4
Pore Size:
0.2z
Housing Type:
OPTISEAL

Operator inputs
Operaior:

raj
Product Batch no.

TOPOTECAN INJ. 8RR Fae

s \\\\"\’

Fliter Lot no. IPK 20l
CINN1S708 -

User Defined Field #3 - Optional

0607

tiser Defined Field #4 - Optional
CSP/M113

Nofes:
ONLINE FILTER PRE INT.



Test Specifications

# of Cartridges: 1
Minimurn Bubble Point:  50.0 psig

Test Data
Gas Volume: 448 mi
Pressure Fio e
psia mimin
389 27
450 46
50.0 44
51.0 6.7
531 227
544 745
5514 1766
Flowrate v. Pressure
Floesato
200.60
A
15600
/
L VALRET
2U.U0
4y 4y /
; B 7
.00 bttt =t
R 2 8 2 48 =

Test Results

"
Maasured Bubble Point: 53 .9 psig

Immediate Retest

Test Conclusion
PASSED
\j\f ) ‘\jo
D)
Signature: gero’ %
% \\0\0 g

Sianaiure: b

=
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Palltronic Flouwstar Test Report

14/0ct/2008 23:32:31
Serial Number . 15342626/3. 3a

Function . BP

Test Programme : MTGR15010-BP -

Production area : PROD-CSL

Filter line : BUFFER BOTTLE FILTER
Product name : TOPOTECAN FOR INJ

Product batch no. : 8PK201 +~

Filter part no : MTGR

Filt. serial no. : F7PN09210 01965

Housing § e

Wetting liquid . 80:40 IPA WATER

Test gas . AIR

BP minimum : 16.00 psi

BP value msasured @  22.48 psi v~

BP within limits -
Comment © PRE-INTEGRITY 9\&
E&ggtgd Siansture - ?ﬁﬁgggszooe 23.39:31

O AR T 00 i) ~~‘~.‘.'.%O¢‘
(oo A

Wl



Q Batch Filling Record (Part-A) Page 23 of 46
PHARNMA
PLANT-II, BADDI
Product Name Topotecan for Injection 4 mg (base)/vial
Batch Number g, Pk 2o)
Batch size 12L Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00

6.11 STERILIZATION OF EQUIPMENT AND ACCESSORIES FOR ONLINE FILTRATION AND
FILLING AS PER SOP No. SOP/CSP/037:

Cycle started at: __ ©9' 2© Cycleendat: __1): 2.8
Date Load Load Pattern Sterilization Hold Time Done By“ Checked
No. No. From To By"
\g‘l |Ol 08 © 2_ 2 ]0_‘]& Jo!l Cs Q{qvi'v\c\(( S_Q_‘)‘-'
(Graph attached on the reverse side of page No.: 2% )
6.12 STORAGE OF STERILIZED EQUIPMENT AND ACCESSORIES FOR ONLINE
FILTRATION AND FILLING (NMT 48 HOURS AFTER STERILIZATION):
Storage Time* | Done | Checked
Procedure Eq. Id. No. SOP No. Date i To By“ By“
Store the sterilized
¢ ‘ok .

equipment and accessories CAREE 11028 == L &J«'}B
for on line filtrationand | ¢sp/036 | SOP/CSP/072 T
Filling under LAF in | S]1¢) 3 e 2T [ e
filtration area. 1$T1e}

* Hold time starts after completion of sterilization and completes at the end of activity.

*Production

Form No.: SOP/QAD/038-02 Rev. 00

CONFIDENTIAL

QA Signature §
s
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2 ~0.7230 BRAR
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63 NS
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# 113.0 DEG ©
¢ 118.0 DEG C
¢t 2 MIn
s 3 MM
5 ETH
FaD P Cya DER G
¢ 121.5 DEG €
TIEE 5 3O MIW
TIROL. BAMD % = DEG &
TEME r 124.0 DEG C
T 8TOP TEMP s 120u9 DEG B
IUNT RESET TEMP v 1Z20.8 DEG ©
o =0.750 RAR
5 =0.100 AR
#- 30 MIN
¢ 1 WOS
b = £
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On X axis § division (Temp) =4 Geg C.
OnY axis 1 division (Time) = 10m
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O71 .4
0655
07240
08465
891 .8

100.3
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100.9 108.7 2P0 oveLg DO 267 PRE FRESSLRE
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O7L.5 Q72.9 O72.6 O7LaB 4694 FRE vatlur
0&6HZL8 067 .2 GaE7. 1 D& T =758 FRE FPRESHURE
071 .3 O71.7 Q7B 071.6 ~Q..578 FIEE PRESSURE
86,2 0R6.3 G87.0 0B84 0 =0, 290 FRE FRESSURE
094.3 Q.5 OPT.7 04,4 0. 08% FRE PRESSURE
QPP 5 02Fa7 oP2.2 0Pe .4 00.046% PRE PRESHURE
102 10Z2.% 102.9 102,64 £0.184 FRE PRESSURE
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6o9. 4
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114.3
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115.6
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01.00%
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FRE PRESSURE
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FIE VaCUUM
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HEAT L

HEAT U
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HEAT UF
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HEzAT U

HEAT WP

STER HOLD

STER HOLD

STER HOLD
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D
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HOLLD
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11817584 030.0 PB7.1 094, 9 Q7.2 097,.8 HOLPRR VACULIM HDLD
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CHECKLIST FOR FILLING ROOM

QUALITY ASSURANCE DEPARTMENT

Mﬂc PAGE 10F 1
PHARMA
PLANT-II, BADDI
Previous Product:.(.‘)A?(m}S:\f.\’:. '“’3 £ fongye B. No.... QLAZY. ...,
Product Name:.]_f;ﬁ?.k?.q:‘:&\.:g‘ff'\‘”d e g P B.No.... S0E20]
Q 7
Equipment No(‘&‘,)lo'l‘\. ....... Date...... ’..q{f’. S
CHECKLIST FOR FILLING ROOM
Sr ) Remarks | Checked
No. Check Points (ok / not By
) ok)
i Ensure that the filling line room for cleanliness and no s
. (6] Y
remnants of previous batch/ product left out in the room. < =£§:M££%\°Q’
Check Ensure that the filling, bunging and sealing cRAB '
s \

2. is visibly clean and no remnants of previous batch/ 0l ('&\VWQ
product left out in the room. ”\
Ensure that pressure differential of cRAB & area within G ? \

3 ke @Wy ;
the limit. ,\(\\q I
E that Equi t log, leani d

= ns.u.re . at Equipmen usage. og, room cleaning an S e Vs Z)"M
sanitization logbook are maintained and updated. < \-‘-fﬁd

: Ensure the “CLEANED” label affixed on the filling, ‘

‘ o
bunging, sealing is cRAB. le &‘“ \4/“'0\09
6.| Ensure the temp. and %RH is within the limit. sle &MMN&
QA Signature

Form No. SOP/QAD/053-09

W

Rev.00 CONFIDENTIAL
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Batch Filling Record (Part-A)

Page 24 of 46

PHARMA
PLANT-1I, BADDI
Product Name Topotecan for Injection 4 mg (base)/vial
Batch Number B PKLO)
Batch size 12L Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00

7.0 ONLINE FILTRATION, FILLING, STOPPERING AND SEALING OPERATION:

7.1 CLEANING:

oy Checks Eq.1d.No. | SOPNo. | Date —e—1m°_ g‘;ﬂf C'g;ﬁed
Cleaning of filling, \

1. | Stoppering and Sealing | CSP/021 SOP/CSP/031 | (g|io0] [ 11 00 | 1135 NGy & @
machine
Cleaning of cRABs
2a. cRABI CSP/025 o

2 2b. cRAB2 CSP/026 SOP/CSP/054 ‘Sho'og .00 [11° 25 | b ij\

' 2¢c. cRAB3 CSP/027

2d. cRAB4 CSP/028
2e. RABS CSP/029 v

7.2 LINE CLEARANCE:

e  Ensure the cleanliness of Vial Filling room.
e  Ensure the line clearance as per the check list.
e  Ensure that status label is properly written on door of the room and on holding tank.
e  Ensure proper change over and setting is done as per the pack size.
e  Ensure that the pressure differential in gauges of the cRAB is within the limit.
*  Ensure that the pressure differential, temperature, relative humidity of filling room is within limit.
Date: EMQ ®
Step — Eq. Id. . Frovioys prodoct Ckd. | Verified
No. No. ’ Froduct Batch No. | by" by
Name
Line clearance for cybvabing 0
1. |filling, stoppering and | CSP/021 | SOP/QADIOS3 | i ficonyol sLhzoy | P 2@”‘5‘”
sealing machine \C\\"
*Production "#IPQA
Form No.: SOP/QAD/038-02 Rev. 00 CONFIDENTIAL

QA Signature * .
A
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Batch Filling Record (Part-A) Page 25 of 46
PHARMA
PLANT-11, BADDI
Product Name Topotecan for Injection 4 mg (base)/vial
Batch Number Sk2e]
Batch size 12L Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00
7.3  ENVIRONMENTAL MONITORING IN FILLING ROOM:
Frequency: At the start and at the end of activity

S. No. Checks SOP No. Observations

L. Date - );;l‘]o? 1@105 \

2. Time e 2o |a116¢ \

Differential pressure reading on the
3. magnehelic gauge: Filling room to Filling SOP/CSP/011 2L -y
Corridor (Range: 0.5 —5.0 mm of water)
1

4, Filling room temperature (NMT 25°C) SOP/CSP/011 32 A3 ST

5. Filling room R.H. (NMT 60%) SOP/CSP/OLT | &1 56 \

6. Done by" - € pamh bt | Ghannhe \
7." | Ckd.by* f | \

7.4 FILL WEIGHT CALCULATION DATA.
Specific Gravity of the Product | 0 { as per A.R. No. ¢ & BL0 &0 00efY4 Dated | ]) o 1 ok

Fill volume* Target fill Volume Min. Max.
Range in ml .46 7 (- &7§ X615
Range in Wt.
(Volume X Specific Gravity of the 1vab [. Ab 2 036
Product)
Calculated by - Ckd. by Sigﬂx /\:z\° \ﬂ
Production WSl \ o¢ IPQA £
* Refer page no. 3.
#Production
Form No.: SOP/QAD/038-02 Rev, 00 CONFIDENTIAL

QA Signature \
P>




& Batch Filling Record (Part-A) Page 26 of 46
PHARMA
PLANT-1I, BADDI
Product Name Topotecan for Injection 4 mg (base)/vial
Batch Number & PK 20}
Batch size 12L Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00
7.5 ONLINE FILTRATION, FILLING AND HALF STOPPERING OPERATION:
Date: 0% First Filtration completed at: _ 1710

F[Ilmgstarte at 19 S0

Filling completedat: 91 : 45
Duration between first filtration completion time to filling completion time 4335 (NMT 48 hours)

56 P|OUIS .
Step Time ; Done | Ckd.
No. Checks SOP No. From To Observations By* | By"
Note the reading of cRABI over At Start \y = %
1 infeed .mt:ntab,le on r.n.agnehehc SOP/CSP/054 . .
gauge in ‘ON’ condition. =)
(Limit: 10 to 16 Pascal) AtEnd 1Y [ 17
Note the reading of cRAB1 over At Start 30 oV
filling and Stoppering machine on Gore q)'
2, magnehelic gauge in ‘ON’ SOP/CSP/054 - ---
condition. AtEnd %2_ | ;\o“w '5}
(Limit: 30 to 36 Pascal) a
Note the reading of cRAB 2 for At Start 16 iy C}l
Sealing Machine on the magnehelic 5
3. P A SOP/CSP/054 --- ---
gauge in ‘ON’ condition /{0(
(Limit: 14 to 20 Pascal) AtEnd )6 W
Transfer the sterilized equipments;
rubber stoppers and aluminum flip
off overseal from the cooling zone AP
LAF to the filling room in the HE;(XOSS q}
4, mobile LAF. And note the reading | SOP/CSP/018 9. SO”HQ&
of AP across HEPA on the 5135 | 16437 (n:m SfWC)
magnehelic gauge in ‘ON’
condition (Limit: 10 to 15 mm of
WC)
5. Ensure the Stoppering unit is SOP/CSP/031 | {5340 (S 143 ok comyee® o
assembled.
*Production
Form No.: SOP/QAD/038-02 Rev. 00 CONFIDENTIAL

QA Signature .
s
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PHARMA

Batch Filling Record (Part-A)

PLANT-II, BADDI

Page 27 of 46

Product Name

Topotecan for Injection 4 mg (base)/vial

Batch Number

8 PK20)

Batch size 12L

Batch Filling Code

10720004

Department Production (CSL)

BFR No.

BFR/CSL/TOP/001

Shelf life

24 Months (Provisional)

Version No.

00

Step
No.

Checks

SOP No.

Time
From To

2 Done | Ckd.
Observations By“ By“”

6.

Check the initial weight of the tank
and note the reading

17726 [ 17°3%

Wt =

(0375 Kg |ouee| X

Connect the outlet of holding tank to
the inlet of product filter through
peristaltic pump and outlet of
product filter to the inlet of buffer
bottle and connect the outlet of
buffer bottle to the manifold having
connections for piston and filling
needles using Platinum cured
silicone tubes.

17:42 (1746

O Qam ey

Filter the solution and collect in
buffer bottle.

SOP/CSP/031 [y3:48 |17:53

oK o] H-

Before start of the filling of vials,
purge the needles with the product
removing the entrapped air from
tubes and piston and collect the
solution in SS container and discard.

oX Gonyeod ¥

10.

Adjust the volume of syringes as per
the data obtained from step 7.4 and
record the observation in the table
7.6.1.

SOP/CSP/031 1395

J9. 5%

1L

Load the Rubber stoppers in
hoppers.

SOP/CSP/031 [19:%0 [19:32-

*Production

Form No.: SOP/QAD/038-02 Rev. 00

CONFIDENTIAL

QA Signature L )
Ak~




Batch Filling Record (Part-A) Page 28 of 46
PHARMA
PLANT-11, BADDI
Product Name Topotecan for Injection 4 mg (base)/vial
Batch Number 3 PK 2.6\
Batch size 12 L Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00
oad Checks SOP No. meT‘me ~— Observations %‘;’u‘f g’;ﬂg
Operate the filling and Stoppering
machine at validated speed and fill SOP/CSP/ | )3 50 Lo Vials "“,,; @‘«
12. S p A - ;h:q
the solution in the vials filtering 031 42): yis | PET minute
through online 0.22p cartridge filter,
Check the in process Fill volume at
Start and End (during process every (63
13. | 30 min.) of filling from each Filling - Ok fangelY |
head (4 vials) and record the details
in table 7.6.2
Check the final weight of the tank O 233 N
14. | and note the reading --- --- - | Wt=g. o8 Kg 0 )
(Left over solution) % yl1g)og -
Total solution consumed v
15. |=nitial Wt (Step6) -Final Wt | | JorYy kg V| Py
(Stepl4)
Total rejection during filling and Wials 24 eV /‘(’}
16. . - - - S P§
Stoppering. Rubber 94
stoppers
- . SOP/CSP/ g
Send the rejected vials for 2y Vials | N g
17- | deactivation and crushing. 053 i o = | 7F
Filled vials rejected at filling As per . A ey
18. | able78 - -— - 2\ Vials 300 )
*Pproduction
Form No.: SOP/QAD/038-02 Rev. 00 CONFIDENTIAL

QA Signature *‘ s
-




Q ~ Batch Filling Record (Part-A) Page 29 of 46
PHARNMVA
PLANT-II, BADDI
Product Name Topotecan for Injection 4 mg (base)/vial
Batch Number 4PK).D)
Batch size 12L ’ Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00

7.6 INPROCESS CHECKS:

7.6.1 INITIAL FILL WEIGHT AND STOPPERING CHECK:
Specific Gravity of the Product \: 0|\ as per A.R. No.czbLo&ceoo®Y Dated J‘Sll lofo§

Fill volume* Target fill Volume Min. Max.
- X s Qs
Range in ml \‘)\\u\‘ : E" as¥ \-89% 9. 0\B
Range in Wt.
(Volume X Specific Gravity of the (936 [-91G 2: 036
Product)
g e Initial Half
g FilsWeigt @l Stoppering Done Ckd.
Date Time By By
Nl N2 N3 N4 Sl SZ ! 4
ts[to]os | 13:33 U108 | 1932 | 1383 ] 11195 | OK | OK | Shombhu '
isliofo8 | 19:ys 964 | 1873 | 1-93% | 1-997 | oXK | OK | Shambh »
e —
el ]
\\
N; =nozzle 1, N;-nozzle 2, N3=nozzle 3, Ns=nozzle 4, S|= Stoppering head 1, S;= Stoppering head 2 ‘P o8
o
(Weights of filled vials sheet attached on the reverse side of page No.: =29 ) o)

* Refers page no. 3.

#Production

Form No.: SOP/QAD/038-02 Rev.00 ~ CONFIDENTIAL QA Signature .
’ |
s
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0\0% i@ » %°\°$ & T :
@) @{4\& o %o& L
5 S 5557 g



Batch Filling Record (Part-A) Page 30 of 46
PHARMA
PLANT-11, BADDI
Product Name Topotecan for Injection 4 mg (base)/vial
Batch Number LPK0o|
Batch size 2L Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00
7.6.2 IN PROCESS FILL WEIGHT CHECK:
Specific Gravity of the Product: {- 0\
Frequency: Start and End of filling (during process every 30 min.)
Date: (C),f\o]o%
Filling started af: 19 S0 _ Filling completed at: _ 21:45
Total filling time: {1 Wy < pupots
o Time Filled Weight (g) Initial Half Stoppering Bk Ck 9‘;
N, N» Ns N, S S2 By By
1siofos | va:s0 |2 000 [ 9.0l | 9-0s7] \-956 oW ok Shambha | A
isiiofo® [90:20 |1-992 11-983 | \-8gs | 2:019 oK ok shombha | 4
wslto)o® [9v:is 184S | -89 [1.856 |2 000 ok ox Shambbe | B
gjolog [24:4s |1 %Ha | 1-9s9 [1-929 [1-8s2 oKX oK | Shambhy | ¥
\
\\
\\
\\
N/
A4 BN
\
\
\;
e
S
<
~
(Attach the In process fill weight graph on reverse of this page.) h \oq,
N, =nozzle 1, N; =nozzle 2, N3 =nozzle 3, N4 -nozzle 4, S;= Stoppering head 1, S;= Stoppering head 2 \$\\°

#production

Form No.: SOP/QAD/038-02 Rev. 00 CONFIDENTIAL

QA Signature M
/
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Batch Filling Record (Part-A) Page 31 of 46
PHARNA
PLANT-II, BADDI
Product Name Topotecan for Injection 4 mg (base)/vial
Batch Number 2pKDo|
Batch size 12L Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00
7.7 INTERVENTIONS OBSERVED DURING FILLING:
Date Time Interventions Tray No. Ckd. By™
From To
ishojos [20: a0 2113 | /¢ Stopped %o;n danrner bk 03 CJ?
\\
7.8 FILLED VIAL REJECTION DETAILS Z\X\"\"b
Time No of vials Type of Rejection Ckd. By”
j9: 5T oy Tbtad §i1 Wt Greck 4
)91 Ys oy Toha) W0 Wy - theck 2
19: S0 oy Anprogab i @t Check ¥
K0 20 Y Aopcoceh b B W check. ,@
214)§ 0y AofeoceM RN W Che i
AR A 0y ppreed) v WY chark s
\\
e
\
\
~——
-
*Production
Form No.: SOP/QAD/038-02 Rev. 00 CONFIDENTIAL

QA Signature ,
W




pz,\ Batch Filling Record (Part-A) Page 32 of 46
PLANT-II, BADDI
Product Name Topotecan for Injection 4 mg (base)/vial
Batch Number gPK 2ol
Batch size 12L Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00

7.9 POST INTEGRITY TEST OF AIR VENT FILTER (WATER INTRUSION TEST/BUBBLE POINT TEST):

* Perform the post integrity test of the Air vent filter of holding tank as per SOP No SOP/CSP/023.
e Flow rate should be NMT 0.12mL/minute.

» Bubble point value of this filter is NLT 20psi with [PA.

Filter Filter Cartridge Flow Rate (mL/min.) Result Done Ckd.
Date | Catalogue | Serial No. | Filter Holder | / Bubbte-Point Pressure | (Pass/Faily | By™ | By”
No. No. (psi)
: sap | FPIeHd o %
\sjiojo® [sLic7002PF gl esp/ o.\G 010 w\ [min G5 Lohen L oper
7.10 POST INTEGRITY TEST OF PRODUCT FILTER (BUBBLE POINT TEST):
» Perform the post integrity test of the Product filter as per SOP No. SOP/CSP/023.
e Properly flush the filter with cool WFI before undergoing post integrity test.
» Bubble point value is NLT 50 psi with WFI.
Date Filter Filter Cartridge Observed Result Done | Checked By |
Catalogue Serial Filter Holder | Bubble Point @s/?aﬂ) By“
No No. No.
\SIIOlos LAGLOYT PG c‘,?;'g\' }}590% cop/ i3 s729 Poss oo @’Sh &
Q \ 0

7.11 POST INTEGRITY TEST OF AIR VENT FILTER (BUBBLE POINT TEST):

Perform the post integrity test of the Air vent filter for buffer bottle as per SOP No SOP/CSP/023.
Properly wet the filter by flushing 60% IPA/WFI mixture before undergoing post integrity test.
o Bubble point value is NLT 16 psi with 60% IPA/WFI mixture.

Date

Filter Filter Cartridge Observed Result Done Checked
Catalogue Serial Filter Holder | Bubble Point | (Pass/Eail) By™ By™
No No. No. .
T o | FIPNCeSY
ts]lo[o? 1 G‘Rlsg; 10 01965 = 22 48 Poss Sovon st\ Lolo®

Note: In case of any technical problem with the integrity test apparatus, the integrity should be performed

.. manually as per SOP No. SOP/CSP/023
* Strike off which is not applicable

(Attach the print out of the process on the backside of the page)

# :
*Production

Form No.: SOP/QAD/038-02

Rev. 00 CONFIDENTIAL

#iH H)QA

QA Signature ;
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Palltronic Flouwstar Test Report

15/0ct/2008
Serial Number
Function

Test Programme
Production area
Filter line
Product name
Product batch no.
Filter part no
Filt. serial no.
Housing

Wetting liquid

22:57.09

. 1534262673 . 3a

. BP

: MTGR1S010-BP

: PROD-CSL

: BUFFER BOTTLE FILTER
: TOPOTECAN FOR INJ.

: 8PK201

: MTGR

: F7PN0O9210 01965

: 60:40 IPA:WATER

Test gas . AIR
BP minimum 16.00 psi
BP value measured : 22 .48 psi

BP within limits
Comment

Electr. Signature
Created

a
L L L P Y Dt - \Q\

: POST-INTEGRITY
: PRADEEP

15/0ct72008 23:04:11
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Palltronic Floustar Test Report

15/0ct/2008
Serial Number
Function

Test Programme
Production area
Filter line
Product name
Product batch no
Filter part no.
Filt serial no.
Housing

Wetting liquid
Test gas

BP minimum

: BP

22:30:51
: 15342626/3 3a
. LAGLO4TPG
: PROD-CSL

: ONLINE FILTER

: TOPOTECAN FOR INJ.
: 8PK201

. LAGLO4TPE

: C7TMN15708 0607

. CSP/113

: WATER

. AIR

50.00 psi

BP value measured :

. POST—~INTEGRITY
\0\$
EEP A\

Electr. Signature :

BP within limits

Comment

Created

57.29 psi

15/0ct-2008 22:46:32

Qﬂﬂ....ﬂ"'..‘-l..ﬁ....%‘%’"Mﬁﬁ..'.'

&

2
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Palltronic Floustar Test Report

15/0ct/2008
Serial Number
Function

Test Programme
Production area
Filter line
Product name
Product batch no.
Filter part no

Filt. serial no.

23:07:12
15342626/3.3a

© WIT

: SLK7002PFRP-WIT «~
- PROD-CSL

. AIR UENT FILTER

. TOPOTECAN FOR INJ.
. 8NJ201

- SLK7002PFRP

. FP9649 0387

Housing . CSP/016

Test pressure 36.25 psi

Test time 236 sec (Auto)
Max. flouw 0.12 ml/min
Flow 0.10 ml/min

Flow within limits

Comment

Electr. Signature
Created

2\
. POST-INTEGRITY ¥

HOLDING TANK

: PRADEEP

18/0¢t-72008 23:19:11

o)
--umu-tmumnouqcuu--.--%‘ﬂ;f;@:nqn-..



* Batch Filling Record (Part-A) Page 33 of 46
PHARNMA
PLANT-11, BADDI
Product Name Topotecan for Injection 4 mg (base)/vial
Batch Number LPK 20
Batch size 12L Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00
7.12 POST CLEANING OF EQUIPMENTS AND ACCESSORIES FOR ONLINE FILTRATION AND
FILLING: <

Clean the equipments and accessories for online filtration and filling with the WFI in the wash table lying in the
equipment wash room (CSLG 014).

Cleaning started at: __ 2258 (.15}10]v8) Cleaning completed at: 2 3 S’
S.No. Equipment Name Equipment SOP No. Qty. Done Ckd.
Id. No. By" By"
1. | SSBeakers 500 mL, 1000 mL SOP/CSP/006 | oits| @ g
2. Cartridge Filter Holder with
b SOP/CSP/006 | ©) A | @
3. **50 mm disc type Vent filter - SOP/CSP/006 el M , o~
4. | Buffer Bottle — | SOP/CSP/006 | o} A | 8
5. | SS forceps e SOP/CSP/006 | 05— /A ¢
6. | SS filling needle ace SOP/CSP/006 | &\ (@ [
7. | SS syringe set = SOP/CSP/006 oY )z 8-
8. | Stopper hopper, r rail, — Sy
S operoppe, Stoppera sopicspioos | TV | (@) =
9. | Needle holding plate - SOP/CSP/006 o\ (A (-
10. | Nylon Fasteners - SOP/CSP/006 < @. G-
11. | Stopper head set S SOP/CSP/006 oL A -
12. | TC with Nozzle SOP/CSP/006 ~ iz
13. | Manifold SOP/CSP/006 o\ iz a
14. | SS clamps, gaskets and nozzles s SOP/CSP/006 |eo¢t oé +of A @

** These equipments to be used product dedicated

" Production

Form No.: SOP/QAD/038-02 Rev.00 ~ CONFIDENTIAL QA Signature w
i
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PHARMA

PLANT-II, BADDI

Batch Filling Record (Part-A)

Page 34 of 46

Product Name

Topotecan for Injection 4 mg (base)/vial

Batch Number KPK 20|

Batch size 12L Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00

8.0 LYOPHILIZATION
8.1 Perform the vacuum leak test as per SOP No. SOP/CSP/032

Time : ¢>' 0%

Date : ‘ﬂ'W [03

Vacuum Achieved : 5 )\ bar. Hold Time : 66 min. Vacuum Drop : 2 %\ bar
Result : PASS / FAIL
Note:- Allowable pressure rise in system should not be more than 6 p bars.
The system should pass the leak rate not more than 0.01 mbar/litre/sec.
8.2 CIP of Lyophilizer
8.2.1 Line Clearance for CIP
Risiii Previous Product . | Verified
S.No. Checks No SOP No. Date | Product | Batch | Ckd by by
) Name no.
Line : (
L. Clearance of [CSLGo34 SOP/QAD/0S3 [1318]e bosnl B U ‘Pa/ oo
1 H ?-\Q(Qbo |
yophilizer 1

8.2.2 Ensure the CIP of lyophilizer is complete using WFI as per SOP No. SOP/CSP/032.
8.2.3 A.R. No. of WFI_g)wireKest 4§

8.2.4 Record the details of the operation in the table below.

Cleaning Done by™ Checked
Date Details Eq.Id. No. | Started | Completed oRe-E by™
at at 4
v . v N
\‘\ho) o \—‘16\7\\&\ gex Cg\’) 640 [ofray | 0RueR @i\\\} V

(Attach the print out of the process on the reverse side of page)

#Production

Form No.: SOP/QAD/038-02 Rev. 00

CONFIDENTIAL

QA Signature h)}:
/
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Leak Rate Test Process Report

[ Initiator: | suP . Start Time: | 1471012008 3:05:14
| Batch Name: LRT20081014030514 | End Time: | 141072008 5:25:53
PARAMETERS:
Test vacuum: 8 ubar
Test time: 60 Min.
Drying pressure: 100 ubar
Drying time: 30 Min.
Max time to reach dry pressure: 60 Min.
Retry number: 3
RESULT:
No.. 1
Actual Pressure Rise: 2 ubar Test Result: Success
Batch Name: LRT20081014030514 | Pagelof2

\

)
%s

\& 4y

W

\e?



Leak Rate Test Process Report

| Initiator: | supP | Start Time: | 14/10/2008 3:05:14

| < b e |

| Batch Name: : LRT20081014030514 . End Time: | 14/10/2008 5:25:53
Date Time Description

Atarm: Total: 3
14/10/2008 3:05:39
14/10/2008 3:20:02
14/10/2008 3:20:10
Audit: Total: &
14/10/2008 3:05:15
14/10/2008 3:20:23
14/10/2008 3:20:29
14/10/2008 3:20:29
14/10/2008 3:20:29

Compressor 1 cooling water low flowrate
Vacuum pump 1 failure
PT301 pump vacuum probe fail

Vacuum leakage test is enabled by Sup.

SUP logged in as Application User by Sup.
A_PUMPVACPROBEFAIL ALARM is acknowledged by Sup.
A_VP1FAIL ALARM is acknowledged by Sup.
A_COM1COOLWATERLOWPRES ALARM is acknowledged by Sup.

Betch Neme:  LRT20081014030514 | Page2of2
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CIP Process Report

| Initiator: | SUP ~ Start Time: | 14/10/2008 6:29:16 ,
! Bajch Name: CIP20081014062916 | End Time: ‘ 14/10/2008 8:08:23 '
PARAMETERS:
Chamber Wash Time: 2 Min.
Condenser Wash Time: 2 Min.
Drain time between mainfolds: 60 Sec.
Number of washes: 2
Final drain time: 5 Min.
System drying time: 30 Min.
Floading time: 1 Min.
Flooding Number : 1
 Batch Name: CIP20081014062916 | Pagetof2 ‘
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CIP Process Report

! Initiator: fsup | Start Time: . 14/10/2008 6:29:16
' Batch Name: | CIP20081014062918 | End Time: | 14/10/2008 8:08:23
Date Time Description
Alarm: Total: 1
14/10/2008 6:51:13 Compressor 1 cooling water low flowrate
Audit: Total: 3
14/10/2008 6:29:17 CIP cycle is enabled by Sup.
14/10/2008 6:51:57 SUP logged in as Application User by Sup.
14/10/2008 6:52:01 A_COM1COOLWATERLOWPRES ALARM is acknowledged by Sup.
| Batch Name: CIP20081014062916 - | Page2ef2 |

e
\
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Manufactured By : Adam Fabriwerks Pvt. Ltd.
Equipment : WIP Module

Client : Dabur Pharma Ltd. Unit II, Baddi
SIP OF WIP VESSEL SELECTED

Operator : A

Date : 13/10/2008 Time : 9:51
Sterilization Temperature » 123.0 degC
Stop Temperature v 122.0 degC
Reset Temperature v 121.0 degC
Sterilization Time ' 30 mins
TIME STER TIME VESSEL TEMP VES OUTLET TEMP PROCESS STATUS
(mins:sece) (degC) (degC)
9:51 0:0 37.0 36.6 WAITING FOR TEMP.
9:52 0:0 62.6 46.8 WAITING FOR TEMP.
9:53 0:0 69.8 57.8 WAITING FOR TEMP.
9:54 0:0 74.2 66.2 WAITING FOR TEMP.
9:55 0:0 77.8 73.0 WAITING FOR TEMP.
8:56 0:0 82.4 78.6 WAITING FOR TEMP.
9:57 0:0 86.8 84.2 WAITING FOR TEMP.
9:58 0:0 91.4 89.2 WAITING FOR TEMP.
9:59 0:0 94.6 893.2 WAITING FOR TEMP.
10:00 0:0 99.2 98.2 WAITING FOR TEMP.
10:01 0:0 103.2 102.6 WAITING FOR TEMP.
10:02 0:0 107.0 106.6 WAITING FOR TEMP.
10:03 0:0 110.0 - 110.0 WAITING FOR TEMP.
10:04 0:0 112.4 112.6 WAITING FOR TEMP.
10:05 0:0 114.2 114.8 WAITING FOR TEMP.
10:06 0:0 115.6 116.6 WAITING FOR TEMP.
10:07 0:0 116.4 117.8 WAITING FOR TEMP.
10:08 0:0 117.6 118.6 WAITING FOR TEMP.
10:09 0:0 118.0 119.2 WAITING FOR TEMP.
10:10 0:0 118.0 119.2 WAITING FOR TEMP.
10:11 0:0 118.8 120.2 WAITING FOR TEMP.
10:12 0:0 118.0 120.2 WAITING FOR TEMP.
10:13 0:0 118.4 120.8 WAITING FOR TEMP.
10:14 0:0 119.6 121.0 WAITING FOR TEMP.
10:15 0:0 118.6 121.0 WAITING FOR TEMP.
10:16 0:0 120.2 121.8 WAITING FOR TEMP.
10:17 0:0 120.4 121.8 WAITING FOR TEMP.
10:18 0:0 120.6 122.0 WAITING FOR TEMP.
10:19 0:0 120.8 122.2 WAITING FOR TEMP.
10:20 0:0 121.0 122.4 WAITING FOR TEMP.
10:21 0:0 121.2 122.6 WAITING FOR TEMP.
10:22 0:5 121.4 123.0 STER. TIMER RUNNING
10:23 158 121.4 122.8 STER. TIMER RUNNING
10:24 2:5 121.4 122.8 STER. TIMER RUNNING
10:25 3:5 121.4 122.8 STER. TIMER RUNNING
10:26 4:5 121.4 123.0 STER. TIMER RUNNING
10:27 5:5 121.4 123.0 STER. TIMER RUNNING
10:28 6:5 121.4 122.8 STER. TIMER RUNNING
10:29 T:5 121.4 122.8 STER. TIMER RUNNING
10:30 8:5 121.6 123.0 STER. TIMER RUNNING
10:31 9:5 121.4 123.0 STER. TIMER RUNNING
10:32 10:5 121.4 123.0 STER. TIMER RUNNING
1N-22 11K 191 A 199 0 omrD MYMDTD DI TN
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10:34 12:5
10:35 13:5
10:36 14:5
10:37 15:6
10:38 16:5
10:39 17:5
10:40 18:5
10:41 19:5
10:42 20:5
10:43 21:5
10:44 22:5
10:45 23:5
10:46 24:5
10:47 25:5
10:48 26:5
10:49 27:5
10:50 28:5
10:51 29:5
13/10/2008

DONE BY [
@

10:52

W

121.8
121.4
121.4
121.4
121.4
121.4
121.4
121.4
121.4
121.4
121.4
121.4
121.4
121.4
121.4
121.4
121.4
121.4

123.0
123.0
123.0
123.0

WMALDIN.

STER.
STER.
STER.
STER.
STER.
STER.
STER.
STER.
STER.
STER.
STER.
STER.
STER.
STER.
STER.
STER.
STER.
STER.

4 L0100
TIMER
TIMER
TIMER
TIMER
TIMER
TIMER
TIMER
TIMER
TIMER
TIMER
TIMER
TIMER
TIMER
TIMER
TIMER
TIMER
TIMER
TIMER

IV LIV
RUNNING
RUNNING
RUNNING
RUNNING
RUNNING
RUNNING
RUNNING
RUNNING
RUNNING
RUNNING
RUNNING
RUNNING
RUNNING
RUNNING
RUNNING
RUNNING
RUNNING
RUNNING

SIP Of WIP Vessel Process Completed Successfully

@
i

CHE!

BY
131909



nufactured By : Adam Fabriwerks Pvt. Ltd.

[uipment : WIP Module

.ient : Dabur Pharma Ltd. Unit II, Baddi
erator : A

P VESSEL RINSE CYCLE SELECTED

te @ 13/10/2008 Time : 9:00

© ———— . . . . . . S S T T . . . T —— — —— {— —— —————— — —— " ————————— ——

————— . o 7 ——————— —————————— ——— Y —— —————— — 1 . . — ———————————— - —— . ———

ME WFI “QTY. VESSEL TEMP PROCESS STATUS
(degC)
01 0 24.6 WIP VESSEL RINSE IN PROCESS
02 80 24.4 WIP VESSEL RINSE IN PROCESS
03 140 24.2 WIP VESSEL RINSE IN PROCESS
04 196 24.2 WIP VESSEL RINSE IN PROCESS
05 240 24.0 WIP VESSEL RINSE IN PROCESS
06 284 24.0 WIP VESSEL RINSE IN PROCESS
07 320 24.0 WIP VESSEL RINSE IN PROCESS
08 364 24.0 WIP VESSEL RINSE IN PROCESS
09 400 23.8 WIP VESSEL RINSE IN PROCESS
10 436 23.8 WIP VESSEL RINSE IN PROCESS
11 468 24.0 WIP VESSEL RINSE IN PROCESS
12 500 24.0 WIP WATER LEVEL REACHED
12 500 24.0 WIP DRAIN IN PROCESS
13 276 24.0 WIP DRAIN IN PROCESS
14 180 23.8 WIP DRAIN IN PROCESS
15 84 23.8 WIP DRAIN IN PROCESS
16 0 23.6 WIP DRAIN IN PROCESS
17 0 23.6 WIP DRAIN IN PROCESS
/10,2008 9:17 Rinse Cycle Process Completed Successfully
~ -~ (V)
e (. P £
ONE BY @1{ y K@\ BY
0 v& {b
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' Manufact

ured By

Equipment

Client

WIP OF LYOPHILISER SELECTED

Operator :

A

: Adam Fabriwerks Pvt. Ltd.
: WIP Module
: Dabur Pharma Ltd. Unit II,

Baddi

PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS
PROCESS

Date : 14/10/2008 Time 4:49
WFI Quantity : 2000 Ltrs
Temperature : 70.0 degC
Delay For Drain : 15 secs
TIME WFI QTY. VESSEL TEMP PROCESS STATUS

(degC)
4:49 0 55.8 WATER LEVEL MAKEUP IN
4:50 0 48.4 WATER LEVEL MAKEUP IN
4:51 0 43.4 WATER LEVEL MAKEUP IN
4:52 0 39.6 WATER LEVEL MAKEUP IN
4:53 116 37.0 WATER LEVEL MAKEUP IN
4:54 204 35.86 WATER LEVEL MAKEUP IN
4:55 260 34.0 WATER LEVEL MAKEUP IN
4:56 . 312 33.0 WATER LEVEL MAKEUP IN
4:57 364 32.6 WATER LEVEL MAKEUP IN
4:58 404 32.8 WATER LEVEL MAKEUP IN
4:59 448 32.8 WATER LEVEL MAKEUP IN
5:00 492 36.2 WATER LEVEL MAKEUP IN
5:01 532 36.2 WATER LEVEL MAKEUP IN
5:02 560 35.8 WATER LEVEL MAKEUP IN
5:03 604 35.4 WATER LEVEL MAKEUP IN
5:04 644 35.0 WATER LEVEL MAKEUP IN
5:05 676 34.6 WATER LEVEL MAKEUP IN
5:06 716 34.2 WATER LEVEL MAKEUP IN
5:07 748 34.0 WATER LEVEL MAKEUP IN
5:08 792 33.6 WATER LEVEL MAKEUP IN
5:09 828 33.4 WATER LEVEL MAKEUP IN
5:10 864 33.2 WATER LEVEL MAKEUP IN
5:11 800 33.0 WATER LEVEL MAKEUP IN
5:12 944 32.8 WATER LEVEL MAKEUP IN
5:13 280 32.6 WATER LEVEL MAKEUP IN
5:14 1020 32.4 WATER LEVEL MAKEUP IN
65215 1048 32.4 WATER LEVEL MAKEUP IN
5:16 1096 32.2 WATER LEVEL MAKEUP IN
5:17 1128 32.0 WATER LEVEL MAKEUP IN
5:18 1152 31.8 WATER LEVEL MAKEUP IN
5:19 1188 31.8 WATER LEVEL MAKEUP IN
5:20 1236 31.6 WATER LEVEL MAKEUP IN
5:21 1272 31.4 WATER LEVEL MAKEUP IN
5:22 1308 31.4 WATER LEVEL MAKEUP IN
5:23 1344 31.2 WATER LEVEL MAKEUP IN
5:24 1380 31.2 WATER LEVEL MAKEUP IN
5:25 1416 31.2 WATER LEVEL MAKEUP IN
5:26 1456 31.0 WATER LEVEL MAKEUP IN
5227 1488 31.0 WATER LEVEL MAKEUP IN
5:28 1528 30.8 WATER LEVEL MAKEUP IN
5:29 1560 30.8 WATER LEVEL MAKEUP IN
5:30 1600 30.6 WATER LEVEL MAKEUP IN
5:31 1636 30.6 WATER LEVEL MAKEUP IN
5:32 1672 30.6 WATER LEVEL MAKEUP IN
5:33 1712 30.6 WATER LEVEL MAKEUP IN
5:34 1744 30.4 WATER LEVEL MAKEUP IN
5:35 1784 30.4 WATER LEVEL MAKEUP IN
5:36 1820 30.4 WATER LEVEL MAKEUP IN
5:37 1856 30.2 WATER LEVEL MAKEUP IN
5:38 1882 30.2 WATER LEVEL MAKEUP IN
5:39 1928 30.2 WATER LEVEL MAKEUP IN
5:40 1964 30.2 WATER LEVEL MAKEUP IN
5:41 2000 30.2 WIP WATER LEVEL REACHED
5:41 1960 30.2

WATER LEVEL MAKEUP IN PROCESS



5:42 2240 30.2 WAITING FOR TEMP.
5:43 2116 30.8 WAITING FOR TEMP.
5:44 1988 31.8 WAITING FOR TEMF.
5:45 1960 31.6 WAITING FOR TEMP.
5:46 1968 33.0 WAITING FOR TEMP.
5:47 1956 33.0 WAITING FOR TEMP.
5:48 1972 35.0 WAITING FOR TEMP.
5:49 1984 36.2 WAITING FOR TEMP.
5:50 1860 37.0 WAITING FOR TEMP.
5:51 1996 38.0 WAITING FOR TEMP.
5:52 1968 38.8 WAITING FOR TEMP.
5:53 1980 40.8 WAITING FOR TEMP.
5:54 1984 41.4 WAITING FOR TEMP.
5:55 1880 43.2 WAITING FOR TEMP.
5:56 1968 44.2 WAITING FOR TEMP.
5:57 2000 45.0 WAITING FOR TEMP.
5:58 1964 46.4 WAITING FOR TEMP.
5:59 1996 47.0 WAITING FOR TEMP.
6:00 1972 48.8 WAITING FOR TEMP.
6:01 1984 49.0 WAITING FOR TEMP.
6:02 1884 50.2 WAITING FOR TEMP.
6:03 2024 50.6 WAITING FOR TEMP.
6:04 2004 52.6 WAITING FOR TEMP.
6:05 1960 53.8 WAITING FOR TEMP.
6:06 1984 54.4 WAITING FOR TEMP.
6:07 2016 55.8 WAITING FOR TEMP.
6:08" 2060 56.2 WAITING FOR TEMP.
6:089 2040 57.4 WAITING FOR TEMP.
6:10 2004 59.0 WAITING FOR TEMP.
6:11 2024 59.6 WAITING FOR TEMP.
6:12 2016 61.0 WAITING FOR TEMP.
6:13 2072 62.0 WAITING FOR TEMP.
6:14 2036 62.8 WAITING FOR TEMP.
6:15 2036 64.0 WAITING FOR TEMP.
6:16 2028 65.0 WAITING FOR TEMP.
6:17 2056 65.8 WAITING FOR TEMP.
6:18 2080 67.2 WAITING FOR TEMP.
6:18 2040 67.8 WAITING FOR TEMP.
6:20 2000 67.6 WAITING FOR TEMP.
6:21 1886 69.2 WAITING FOR TEMP.
6:21 1896 70.0 WIP WATER TEMP. REACHED
6:22 1876 70.0 WATER RECIRCULATION
6:23 1892 71.0 WATER RECIRCULATION
6:24 1912 71.0 WATER RECIRCULATION
6:25 1944 71.4 WATER RECIRCULATION
6:26 1928 71.4 WATER RECIRCULATION
6:27 1924 71.6 WATER RECIRCULATION
6:28 1820 71.6 WATER RECIRCULATION
6:29 1920 71.6 WATER RECIRCULATION
6:30 1924 71.86 WATER RECIRCULATION
6:31 1816 71.6 WATER RECIRCULATION
6:32 1920 71.6 WATER RECIRCULATION
6:33 1920 71.6 WATER RECIRCULATION
6:34 19186 71.8 WATER RECIRCULATION
6:35 1820 71.6 WATER RECIRCULATION
6:36 1916 71.6 WATER RECIRCULATION
6:37 1820 71.8 WATER RECIRCULATION
6:38 1820 71.8 WATER RECIRCULATION
6:39 1916 71.8 WATER RECIRCULATION
6:40 19186 71.8 WATER RECIRCULATION
6:41 1912 71.8 WATER RECIRCULATION
6:41 1912 71.8 WIP PROCESS STARTED
6:42 1580 71.8 WIP IN PROCESS

6:43 1736 71.8 WATER RECIRCULATION
6:44 1724 71.8 WIP PROCESS STARTED
6:44 1544 71.8 WIP IN PROCESS

6:45 1440 71.8 WIP PROCESS STARTED
6:45 1360 V38 WIP IN PROCESS

6:46 1228 71.6 WIP IN PROCESS

6:47 1092 71.8 WIP IN PROCESS

6:48 1284 71.6 WATER RECIRCULATION
6:489 1252 71.6 WIP PROCESS STARTED

- sl b ¥alalal ~e
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[SEE=) i1vov 11.0 W1lF IN PRUCESS

6:50 872 71.6 WIP IN PROCESS

6:51 768 71.6 WIP IN PROCESS

6:52 848 1.8 WIP IN PROCESS

6:53 968 71.6 WATER RECIRCULATION
6:54 944 71.6 WIP PROCESS STARTED
6:54 716 71.6 WIP IN PROCESS

6:55 568 71.6 WIP IN PROCESS

6:56 744 71.4 WATER RECIRCULATION
6:57 720 71.4 WIP PROCESS STARTED
6:57 556 71.4 WIP IN PROCESS

6:58 556 71.4 WIP IN PROCESS

6:59 524 71.4 WIP IN PROCESS

7:00 476 71.4 WIP IN PROCESS

7:01 560 71.4 WATER RECIRCULATION
7:02 548 71.4 WIP PROCESS STARTED
7:02 308 71.4 WIP IN PROCESS

7:03 416 71:2 WIP IN PROCESS

7:04 340 70.8 WIP IN PROCESS

7:05 300 70.86 WIP IN PROCESS

7:06 400 70.8 WATER RECIRCULATION
7:07 372 70.8 WATER RECIRCULATION
7:08 360 70.8 WATER RECIRCULATION
7:09 3566 70.8 WATER RECIRCULATION
7:10 348 70.8 WATER RECIRCULATION
T 352 70.8 WATER RECIRCULATION
T:12, 348 70.8 WATER RECIRCULATION
7:13 352 70.8 WATER RECIRCULATION
7:14 356 70.8 WATER RECIRCULATION
T:15 288 70.8 WIP DRAIN IN PROCESS
7:16 224 70.4 WIP DRAIN IN PROCESS
7:17 204 70.2 WIP DRAIN IN PROCESS
7:18 188 70.0 WIP DRAIN IN PROCESS
7:189 124 70.0 WIP DRAIN IN PROCESS
7:20 76 69.6 WIP DRAIN IN PROCESS
T:21 8 69.4 WIP DRAIN IN PROCESS
T:22 Q 69.2 WIP DRAIN IN PROCESS
14/10/2008 7:23 WIP Of Lyorhiliser Procese Completed Successfully
DONE BY (%&;} % CHECKED BY

\O
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* Batch Filling Record (Part-A) Page 35 of 46
PHARMA
PLANT-II, BADDI
Product Name Topotecan for Injection 4 mg (base)/vial
Batch Number 4 PK 2.0]
Batch size 12L Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00

8.3 FILTER INTEGRITY TEST
8.3.1PRE INTEGRITY TEST OF AIR VENT FILTER (HYDRO CORR TEST/BUBBLE POINT TEST)

Prior to startup of the SIP, perform the pre filter integrity of the vent filter to be used on Lyophilizer as per
SOP No. SOP/CSP/023 and record the details in the table below.
Flow rate should be NMT 0.7mL/minute in case of 5 inch cartridge filter MDI.

Flow rate should be NMT 0.2mL/minute in case of 4 inch cartridge filter Millipore.

Bubble point value is NLT 16 psi with 70:30 IPA:WFI.

Filter Filter Cartridge Flow Rate Result Done | Ckd.
Date Catalogue | Serial No. | Filter Holder (mL/min.) (Pass/Eaily | By™ | By"”
No. No. / Bubble-Point
Pressure
(Psi)
e s BN oS _ o ,

Bl o o | 98 estse o o | foomed R |\

N }l° oy [CPTFSIoMSIe o100 | Ngtissose 014wl i Pond | g ’?j"(
W)IOIog COTFS3ONRSSIY CT 01983 (Mg T s 00lS 03 “\&)V’;\"\ Pasoed ij »‘V

(Attach the print out of the process on the reverse side of page.)

** Strike off which is not applicable.

Form No.: SOP/QAD/038-02 Reyv. 00

CONFIDENTIAL

QA Signature M
A
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INTEGRITEST EXACTA

instrument Serial Numiber:
W20678
Date:
10¢13/2008
Time:
9:42:26PM
Test Seriat Number:
200810132142
Test Name:
LAGR HYDROCORR
Test Revision:
3
Test Description:
LAGR 4", PTFE, 0.2micron,
Gipk
HydroCorr Test

Fiter Catalog Number:

LAGRDATPS
Test Fluid:

Water
Filler Description:

Opliseal Cariridge Filler With
Aervent Membrane | 6/pack

Filler Size:
4-
Pore Size:
n2
Housing Type:
opliseal

Operator Inputs
Operalor:

rai
Product Batch no.

TOPTECAN
Fifter Lot no.

CoMNST312
User Defined Field #3 - Oplional

0185

User Defined Field #4 - Optional
PRE INT. H.N. CSP/086

Notes:
NITRCGEN LINE FILTER

Test Specifications

HydroCom 38.0 psig
Test Pressure:
Test Time: 20.08 min

HydroCorr Spedification:  0.20 mi/min

N Rk T T “



U LaiLnuges. ]

Systern Specification: 0.20 mifmin
Test Data
Gas Volume: 207 mi

Aciual Test Pressure: 37 8 psig

Time Pressure Flowrate
min pag  ml/min
529 78 012
6.08 377 0.15
6.92 377 0.12
7.75 37.7 0.1
8.58 377 0.10
942 377 0.09
10.25 376 0.08
11.08 376 0.07
1192 376 0.07
12.75 37.6 0.07
13.58 376 0.06
14 42 376 B.06
15.25 375 0.06
16.08 75 0.06
16.82 37458 008
17.75 75 4.06

1658 275 008

1942 375 0.05
2000 375 0.05

Flowrate v, Time
Fiowrals
7]
020
0.16
0.42
M
0.08 *
0.0 Y
SE2NRRRICTEIZSIT2IS
Test Results
Flowrate: 0.05 mifmin
Constant Pressure 0.05 rl/min
Flowrate:
immediate Retest
Test Conclusion
PASSED

Signature: Mﬂ ~

sy
Signature: \"1\
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INTEGRITEST EXACTA

Instrument Serial Number:
W20678
Date:
10/14/2008
Time:
5:30:05AM
Test Serial Number:
200810140530
Test Name:
Lyo Vent fiter
Test Revision:
2
Test Description:
MDI

HydroCorr Test

Filter Catalog Number:
CPTF5301A085101
Test Fluid:
WFi
Fiiter Description:

Filier Size:
5!
Pore Size:
0.2
Housing Type:
&

Operator inputs
Operalor:

raj
Product Baich no.

TOPOTECAN
Fiiter Lot no.

CPTF 530mussw1»/
User Defined Field #3 - Optional

CT0198-04

User Defined Field #4 - Optional
PRE INT. H.N. M370750003

Notes:
AIR LINE FILTER

Test Specifications

HydraCorr 380 psig
Test Pressure:
Test Time: 20.00 min

- - P -~



AYAroConr Speancanon: U.cu mi/min

# of Cartritiges: 1
System Specification: 0.70 rifenin
Test Data

Gas Voelums: 555 mi

Actual Test Pressure: 37 9 psig
Tim¢ Pressuve Flowrate

min psig  mi/min
532 e -0.01
612 218 057
6.96 378 D44
7.79 77 0.26
8.62 317 D.20
946 377 027
10.29 277 024
1112 277 0.22
1196 318 0.20
12.79 RYR 0.19
13.62 37.6 .18
14 .46 376 017
15.29 76 0.16
16.13 316 0.16
16.96 75 0.16
17.79 375 0.15
18.62 375 0.14
1946 375 0.14
2000 275 0.14

Flowrate v. Time
Foveaste
v.Bu
060
\\
0.40 H#H
- THL
i i
.00
:0,20) ﬂn-d-d -~ rd i
REENEE ST AT EIRRET OGS
Test Results
Flowrate: .14 ral/min
Constant Pressure .14 mi/min

Floerate:

Test Conclusion
PASSED @«0\3"

A
\ " 45 el

Signature: Q\N\@«\"‘

K

N

Signamre: \ﬁ‘?&‘\@
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INTEGRITEST EXACTA

Instrument Serial Number:
W20678
Date:
10/142008
Time:
559:49AM
Test Serial Number:
200810140559
Test Name:
Lyo Vent filter
Test Revision:
2
Test Description:
MOt

HydroCorr Test

Filter Catalog Number:

CPTF5301A088101
Test Fluid:

W
Filter Descriplion:

Filter Size:
5-
Pore Size:
D2
Housing Type:
B

Operator inputs
Operator:

rai
Product Baich no.

TOPOPTECAN
Filter Lot no.

CPTF5301AQSS101 v’
User Defined Field #3 - Oplional
CT0198-02
User Defined Field #4 - Optional
PRE INT. H.N.M370750015

AIR LINE FILTER

Test Specifications

HydroCorr 38.0 psig
Test Pressure:
Test Time: 2000 min

HyrdroCorr Spacification: 0.7 mi/min



# of Certridges: 1

System Specification: 0.70 mifmin
Test Data
Gas Volume: 842 mi

Aclual Test Pressure: 37.9 psig

Time Pressure Flowrate
ma psiz  mi‘min
529 378 083
608 278 0.41
692 278 0.34
775 3718 028
8.58 37.7 0.25
942 377 0.22
10.25 377 0.20
1108 277 0.19
1192 377 0.18
12.75 3ze 0.17
1358 378 0.16
14 .42 37.6 0.16
i5.25 i76 .15
16.08 376 0.15
1682 376 0.15
17.75 376 0.14
1858 376 0.14
1942 3715 0.14
2000 375 012

Flowrate v. Time

2.00 s il

&4
v
n?
5
36
42
24
N8
92
75
48
+
24
08
82
74
58
4
an

Test Results
Flowrate: .13 mifmin

Constant Prassure .12 mifmin
Flowrate:

Signature:

Signature:



Dabar Batch Filling Record (Part-A) Page 36 of 46
PHARMA
PLANT-II, BADDI
Product Name Topotecan for Injection 4 mg (base)/vial
Batch Number KPK 9o |
Batch size Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00
8.4 SIP OF LYOPHILIZER
8.4.1 LINE CLEARANCE FOR SIP
. Previous Product
Room Ckd. | Verified
S.No. Checks SOP No. Date
No. Plzoduct Batch no. by'm bym
ame
Line Clearance CoL oz i I TTofutttom : 6,.,\
L of Iyophilizer. 9% | sopiQaDIOs3 |llfjolss Aaebo |~ W QL/

8.4.1.1 perform the SIP as per SOP No.SOP/CSP/032 and record the details in the table below.
SIP Cycle Started at: Y. 573 , Completed at: _ 2210

Detail .
. Eq.Id. e s lelioo s Done | Ckd.
Date Details No. Sterilization Ster.Hold Ster. Hold by* by*
Temperature Started at Completed at
lolos [Lygpidise  [Csflobe | 1are T 19:4a - [\
(Attach the print out of the process on the reverse side of page.)
8.4.2 STERILIZED LYOPHILIZER HOLD TIME
( NMT 48HOURS AFTER STERILIZATION)
Procedure Room No. |  SOP No. Date Limp Done: | o, by™
From To by
‘ ( heleg |01 — | Ry W
Sterilized lyophilizer hold |C ¢y /0—3\.\ - 15 o
time is] 19)°3 | — | 11:%0 | Shomsuy @/
*#Production #PQA
Form No.: SOP/QAD/038-02 Rev. 00 CONFIDENTIAL QA Signature =

i

=




SIP Process Report

| Initiator: | sup | Start Time: ; 1411072008 17:67:46 : :
i f i i !
I Batch Name: I SIP20081014175716 : End Time: 14/10/2008 22:10:23
PARAMETERS:

Sterilization temperature: 121 "C

Sterilization prassure: 22 BarA

Sterilization time: 30 Min.

Number of purges: 2

Pre-evacuation pressure: 0.35 BarA

Steam discharge pressure: 1.02 BarA

Fiiter drying time: 15 Min.

System drying time: 45 Min.

Condenser cooling time: 10 Min.

Sheif cooling time: 15 Min.

Time to reach setpoint: 120 Min.

Time below setpoint once reached: 30 Min.

Total steaming time after setpoint reached: 240 Min.

| BatchName:  SIP20081014175716 = — - | Pagetlof4




SIP Process Report

| Initiator: | SuP | Start Time: . 14/10/2008 17:57:16 ;
: Batch Name: | SIP20081014175716 ' End Time: | 14/10/2008 22:10:23
Chamber  Condenser Cham. Drain Cond. Drain Fliter Draln Filter Drain
Date Time Step Step Type Pressure  Pressure Temp. Temp. Temp. 1 Temp. 2
o (BarA) (BarA) ("C) ("C) ("C) ("C)
14/10/2008 17:57:22 1 | Retract Ram 1.03 0.92 24.6 249 26.6 26.3
14/10/2008 17:58:29 2 | Lock Doors 0.99 1.00 24.6 249 26.5 26.1
14/10/2008 18:02:16 0.36 0.36 228 28.1 26.5 26.3
14/10/2008 18:02:26 3 | Purge 0.34 0.34 22.7 28.0 26.6 26.2
14/10/2008 18:07:16 0.49 0.50 78.1 778 100.4 98.9
14/10/2008 18:12:16 0.59 0.61 83.6 83.6 101.8 100.6
14/10/2008 18:17:16 0.74 0.74 89.4 88.4 103.4 102.3
14/10/2008 18:22:16 0.88 0.89 93.5 93.3 106.3 104.4
14/10/2008 18:27:16 1.01 1.03 98.9 97.0 107.6 106.6
14/10/2008 18:32:16 0.41 0.44 71.6 75.4 76.6 76.6
14/10/2008 18:37:16 0.49 0.52 78.3 78.1 100.6 99.3
14/10/2008 18:42:16 0.69 0.72 88.1 87.8 102.8 101.7
14/10/2008 18:47:16 0.89 0.92 95.1 94.8 105.6 104.4
14/10/2008 18:50:19 4 | Steaming 1.02 1.056 99.0 99.0 107.4 106.8
14/10/2008 18:52:16 1.09 1.1 97.6 98.6 119.4 119.3
14/10/2008 18:57:16 1.30 1.32 99.7 100.1 120.7 120.4
14/10/2008 19:02:16 1.51 1.54 110.2 110.6 122.3 122.0
14/10/2008 19:07:16 1.73 1.77 114.8 114.9 123.7 123.3
14/10/2008 19:12:16 1.95 1.99 118.6 118.8 125.4 125.1
14/10/2008 19:17:16 - 2.15 219 121.7 121.9 127.1 126.7
14/10/2008 19:22:16 2.15 2.18 121.7 121.8 126.2 125.6
14/10/2008 19:27:16 2.13 2.17 121.5 121.5 123.4 123.3
14/10/2008 19:32:16 2.14 2.18 121.6 121.8 122.3 122.8
14/10/2008 19:37:16 217 2.20 121.8 122.1 126.1 125.8
14/10/2008 19:42:16 212 2.16 121.5 121.7 122.0 122.0
14/10/2008 19:47:00 « 5 | Steam Dischan | 2.15 2.18 121.6 121.8 125.6 125.4
14/10/2008 19:47:16 2.09 2.13 121.4 121.6 124.0 124.3
14/10/2008 19:52:16 1.34 1.38 109.2 109.3 108.9 110.9
14/10/2008 19:57:18 1.06 1.09 102.4 102.9 100.6 101.1
14/10/2008 20:00:41 6 | Filter Drying 1.02 1.05 99.8 101.1 98.8 98.5
14/10/2008 20:02:16 1.05 1.08 91.8 98.4 71.0 84.6
14/10/2008 20:07:16 1.07 1.10 77.9 91.3 57.2 76.6
14/10/2008 20:12:16 1.07 1.10 70.3 82.8 56.6 70.7
14/10/2008 20:15:02 7 | System Drying | 1.01 1.04 67.2 78.2 56.7 67.3
14/10/2008 20:17:16 0.69 0.71 89.2 96.5 88.2 88.3
14/10/2008 20:22:16 0.36 0.39 84.1 95.1 70.2 71.8
14/10/2008 20:27:18 0.19 0.21 77.9 91.6 53.1 55.3
14/10/2008 20:32:18 0.13 0.15 72.6 87.2 40.9 44.4
14/10/2008 20:37:16 0.12 0.14 67.1 80.6 35.9 37.7
14/10/2008 20:42:16 0.12 0.13 61.9 73.8 34.7 35.4
14/10/2008 20:47:16 0.12 0.13 57.8 87.8 34.1 344
14/10/2008 20:52:16 0.12 0.13 54.3 62.3 337 33.6
14/10/2008 20:57:16 0.12 0.13 51.2 57.8 335 33.1
14/10/2008 21:02:16 0.12 0.13 48.7 54.0 33.1 33.0
14/10/2008 21:07:08 8 | Cond. Cooling | 0.11 0.12 46.4 50.8 33.1 32.8
14/10/2008 21:07:16 0.12 0.13 46.3 50.7 32.9 328
14/10/2008 21:12:16 0.07 0.08 44.2 46.7 32.8 326
14/10/2008 21:17:16 0.07 0.08 423 43.5 32.7 324
14/10/2008 21:22:16 0.07 0.08 40.6 415 32.3 320
14/10/2008 21:25:03 9 | Shelf Cooling 0.06 0.08 39.7 40.3 32.2 31.9 [
14/10/2008 21:27:16 0.07 0.08 39.0 39.7 32.0 31.8 \\4\\ .\’
14/10/2008 21:32:16 0.07 0.08 37.6 38.0 31.7 315 y \\\\
| Batch Name: SIP20081014175716 - ' | Page2of4a |
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SIP Process Report

[ nitiator: | SuUP | Start Time: | 14/10/2008 17:57:16 |
i ] i |
{ Batch Neme: | SIP20081014175716 ' End Time: | 14/10/2008 22:10:23 !
Chamber Condenser Cham. Drain Cond. Drain Fiiter Drain Filter Drain
Date Time S0P giap Type Pressure  Pressure Temp. Temp. Temp. 1 Temp. 2
"o, (BarA) (BarA) ('C) ('C) ("C) ("C)
14/10/2008 21:37:16 0.07 0.08 36.5 37.0 31.6 31.2
14/10/2008 21:42:16 0.07 0.08 35.6 35.9 31.1 30.9
14/10/2008 21:47:16 0.07 0.08 34.6 35.2 30.8 30.7
14/10/2008 21:52:18 0.07 0.08 33.9 34.5 30.7 30.1
14/10/2008 21:57:16 0.07 0.08 33.2 33.9 30.4 30.0
14/10/2008 21:57:58 10} Unlock Doors 0.06 0.08 33.0 33.8 30.3 30.0
14/10/2008 21:58:03 11| Final Aeration 0.06 0.08 33.1 33.8 30.3 30.0
14/10/2008 22:02:16 0.49 0.49 32.5 33.3 30.2 29.8
14/10/2008 22:10:23 0.98 0.99 31.6 32.4 29.9 29.8
‘Batch Name: SIP20081014175716 B ' ' B | Pagedofa |




SIP Process Report

Start Time:

| Initiator: | suP I | 14/10/2008 17:57:16 |
| Eads i ) > i ¢ |
| ! ! L |
| Batch Name: | SIP20081014176716 | End Time: | 14/10/2008 22:10:23 ]

Date Time Description

Alarm: Total: 3

14/10/2008 19:14:33 PT101 chamber vacuum probe fail

14/10/2008 19:14:49 PT101 chamber vacuum probe fail

14/10/2008 21:48:52 Shelf temperature low deviation

Audit: Total: 10

14/10/2008 18:30:32 SUP logged in as Application User by Sup.

14/10/2008 18:36:57 SUP logged in as Application User by Sup.

14/10/2008 18:42:23 SUP logged in as Application User by Sup.

14/10/2008 18:54:51 SUP logged in as Application User by Sup.

14/10/2008 19:15:57 SUP logged in as Application User by Sup.

14/10/2008 19:16:04 A_CHAMVACPROBEFAIL ALARM is acknowledged by Sup.

14/10/2008 20:47:43 SUP logged in as Application User by Sup.

14/10/2008 21:48:41 SUP logged in as Application User by Sup.

14/10/2008 21:49:02 +  A_SHELFTEMPLD ALARM is acknowledged by Sup.

14/10/2008 22:10:16 SUP logged in as Application User by Sup.

Batch Name: SIP20081014175716  Pagedofd
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Batch Filling Record (Part-A) Page 37 of 46
PHARNMA

PLANT-II, BADDI
Product Name Topotecan for Injection 4 mg (base)/vial
Batch Number & PK2.0]
Batch size 12L Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00
8.5 LOADING OF LYOPHILIZER

Loading is done as per SOP No. SOP/CSP/032

No. of Tray in : Time Done Ckd.
Shelf Quantity From To by * by *
Date SOP No. o
15] 17 | ¥ é bz e 1000 | 22020 | Fombha
.lgﬂulv&

8.6 LYOPHILIZATION CYCLE

Start the lyophilization cycle as per SOP No. SOP/CSP/032

Recipe Name: -

Date SOP No. Cycle started at Cycle end at Done by ” Ckd. by W]
Date Time Date Time
6}lo)e Y |sepespjos 2| 16)10(o8) go: 15]10)08 | 19122 @\% ()
’ / 0 -L\\ ) } e (\\</ ‘“&;@

(Attach the print out of the process on the reverse side of page.)

* Production

Form No.: SOP/QAD/038-02 Rev. 00

CONFIDENTIAL

QA Signature \
)h,ﬂ"/




Dabur Batch Filling Record (Part-A) Page 38 of 46
PHARNMA
PLANT-II, BADDI
Product Name Topotecan for Injection 4 mg (base)/vial
Batch Number APKLO)
Batch size 12L Batch Filling Code [0720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00
9.0 CLEANING OF ALUMINUM FLIP-OFF OVER SEALS:
9.1 LINE CLEARANCE:
° Ensure the cleanliness of equipment wash area.
. Ensure no remains of previous product are there. ]
e Ensure that proper status label is attached on machine. r é,/
- Date: 18
Previous product -
Step Checks Rq.ld. SOP No. Batch Ckgi Venaf;lf d
No. No. Product Name No by by
Line clearance for teoalatie 1y Yo7 Y . o
1. | washing of CSP/129 | SOP/QAD/053 | B/ teowy/ni BRAS @ P
aluminum seals ' i
9.2 CLEANING:
Cleaning of aluminum flip-off over seals done as per SOP No. SOP/CSP/053.
A.R. No. Of WET*: o) WFbg sD 07157
Cleaning Time uantit
; & Q 2 Done- Ckd.
Date | Quantity | gtarted | Completed | No. of good seals | No. of Rejected by By"
at at seals
) \“‘G‘K v ® D
i {306 | IS:NS | WS $29% 0 S s @3/
” % i
K4
* Return loop A. R. No to be mentioned
#“ Production PQA
Form No.: SOP/QAD/038-02 Rev. 00 CONFIDENTIAL

QA Signature W
L




Auto Freeze Drying Process Report

| Start Time: | 16/10/2008 0:41:52 | Product Quantity 4615 !
| End Time: | 18/10/2008 18:32:52 | Product Name: Topotecan For Injection
| Initiator . sup | Product Model: !
| Batch Name: AFDBPK201 | Recipe Number: 25
Vacuum Control Parameters:
Vacuum high limit: 3 uBarA Vacuum preAlarm: 500 uBarA
Vacuum low limit: 3 uBarA Vacuum alarm: 700 uBarA
Temperature Vacuum Time
Ston No o Typw c) (ubar) MM ] MWSS
1 Loading 10.0 - - -~
2 Freezing -10.0 -- 0:20 --
3 Freezing -10.0 -- 0:30 -
4 Freezing -15.0 -- 0:5 -
5 Freezing -15.0 - 1:0 -
6 Freezing -25.0 - 0:10 -
7 Freezing -25.0 - 1:0 -
8 Freezing -40.0 -- 0:15 --
9 Freezing -40.0 - 3:0 -
10 Evacuation - 200 -- -
11 Drying -28.0 200 0:10 -
12 Drying -28.0 200 1:30 -
13 Drying -20.0 200 0:8 -
14 Drying -20.0 200 1:30 -
15 Drying -12.0 150 0:8 -
16 Drying -12.0 150 4:0 -
17 Drying -8.0 150 0:6 -
18 Drying -8.0 150 11:0 -
19 Drying 0.0 100 0:6 -
20 Drying 0.0 100 11:0 -
21 Drying 7.0 80 0:7 -
22 Drying 7.0 80 3:0 -
23 Drying 15.0 80 0:8 -
24 Drying 15.0 80 3:0 -
25 Drying 30.0 60 0:15 -
26 Drying 30.0 60 8:0 --
27 Drying 45.0 60 0:15 -
28 Drying 45.0 60 12:0 -
29 Moisture Test -~ 300 -- 30:60
30 Pre-Aeration - - - -
31 Stoppering -- - - 0:0
32 Aeration - - - ==
33 Storage 25.0 - 0:0 -~
The time setpoint at the step of moisture test denotes respectively the repeat time In unit of minutes,and
test time in unit of second.
| Baich Name:  AFDBPK201 | Page1of19
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Auto Freeze Drying Process Report

| Start Time: | 16/10/2008 0:41:562 | Product Quantity 4615 :
End Time: 18/10/2008 18:32:52 ; Product Name: Topotecan For Injection !
| initiator | sup | Product Modet: i
' Batch Name: | AFD8PK201 | Reclpe Number: 25
Step Step Type TE201A Control TE202 TE203 TE204 PT101 Control
Date Time No. Temp. Vacuum
("C) ("C) ("C) ("C) ("C) (ubar)  (ubar)
16/10/2008 0:43:36 1 | Loading 96 100 | 1086 | 369 | 369 | 1000 -
16/10/2008 0:44:31 Freezing 104 | 100 | 9.1 369 | 369 | 1000 -
16/10/2008 0:46:52 6.6 7.6 8.9 369 | 372 | 1000 -
16/10/2008 0:51:52 15 26 4.3 369 | 372 | 1000 -
16/10/2008 0:56:52 12 24 18 369 | 372 | 1000 -
16/10/2008 1:01:52 6.8 74 6.3 369 | 367 | 1000 -
16/10/2008 1:04:26 3 | Freezing -10.7 | -10.0 | -7.6 366 | 36.7 1000 -
16/10/2008 1:06:52 9.6 9.9 96 369 | 367 1000 -
16/10/2008 1:11.52 94 99 107 | 369 | 36.7 | 1000 -
18/10/2008 1:16:52 107 | -9.9 9.9 369 | 36.7 | 1000 -
16/10/2008 1:21:52 986 9.9 111 | 36.9 | 36.7 1000 -
16/10/2008 1:26:62 104 | -99 104 | 364 | 36.7 1000 -
16/10/2008 1:31:52 9.7 99 -108 | 364 | 36.7 1000 -
16/10/2008 1:34:27 4 | Freezing 9.7 100 | -11.3 | 363 | 36.3 1000 -
16/10/2008 1:36:52 126 | -124 | -11.3 | 364 | 367 | 1000 -
16/10/2008 1:39:25 5 | Freezing 147 | 149 | 134 | 36.2 | 36.3 | 1000 -
16/10/2008 1:41:52 147 | -149 | -154 | 364 | 362 | 1000 -
16/10/2008 1:46:52 162 | -149 | -153 | 36.4 | 36.2 | 1000 -
16/10/2008 1:51:52 156 | -149 | -153 | 364 | 36.2 | 1000 -
16/10/2008 1:56:52 144 | 149 | -163 | 364 | 36.2 | 1000 -
16/10/2008 2:01:52 151 | -149 | 156 | 364 | 36.2 1000 -
16/10/2008 2:08:52 157 | -149 | -155 | 359 | 36.2 1000 -
16/10/2008 2:11:52 147 | -149 | -162 | 359 | 362 1000 -
16/10/2008 2:16:52 145 | 149 | 162 | 359 | 36.2 1000 e
16/10/2008 2:21:52 158 | -149 | -152 | 359 | 35.7 1000 -
16/10/2008 2:26:52 150 | -14.9 | -16.2 | 359 | 35.7 | 1000 -
16/10/2008 2:31:52 146 | -149 | -16.1 | 358 | 35.7 1000 -
16/10/2008 2:36:52 157 | -149 | -163 | 359 | 35.7 1000 -
16/10/2008 2:39:26 6 | Freezing 147 | -150 | -158 | 356 | 355 | 1000 -
16/10/2008 2:41:52 172 | 174 | -17.0 | 359 | 35.7 | 1000 -
16/10/2008 2:46:52 220 | -224 | -208 | 359 | 357 | 1000 -
16/10/2008 2:49:25 7 | Freezing 245 | -249 | -236 | 355 | 355 | 1000 -
16/10/2008 2:51:52 250 | -249 | -245 | 354 | 35.7 1000 -
16/10/2008 2:56:52 243 | 249 | -256 | 354 | 35.7 1000 -
16/10/2008 3:01:52 249 | -249 | -258 | 354 | 352 | 1000 -
16/10/2008 3:06:52 256 | -249 | -255 | 364 | 35.2 1000 -
16/10/2008 3:11:52 246 | 249 | -251 | 354 | 35.2 1000 -
16/10/2008 3:16:52 243 | 249 | -260 | 354 | 352 | 1000 -
16/10/2008 3:21:52 251 | 249 | 252 | 354 | 352 | 1000 -
16/10/2008 3:26:52 256 | -249 | -252 | 354 | 352 1000 -
16/10/2008 3:31:52 261 | -24.9 | -25.1 | 354 | 352 1000 -
16/10/2008 3:36:52 247 | 249 | -267 | 349 | 352 | 1000 -
16/10/2008 3:41:52 244 | 249 | -258 | 349 | 352 | 1000 -
16/10/2008 3:46.52 255 | -249 | -260 | 349 | 352 1000 -
16/10/2008 3:49:28 8 | Freezing 246 | -260 | -259 | 348 | 348 | 1000 -
16/10/2008 3:51:52 268 | 274 | -264 | 349 | 347 | 1000 -
16/10/2008 3:56:52 317 | 324 | 310 | 349 | 347 | 1000 -
16/10/2008 4:01:52 361 | -374 | -346 | 349 | 347 1000 =
16/10/2008 4:06:52 376 | 400 | -37.3 | 349 | 347 | 1000 -
16/10/2008 4:11:52 381 | 400 | -385 | 348 | 347 1000 -
16/10/2008 4:13:56 9 | Freezing -39.0 | -40.0 | -39.1 | 346 | 345 | 1000 -
16/10/2008 4:16:52 40.0 | -40.0 | -403 | 349 | 347 | 1000 -
16/10/2008 4:21:562 396 | 400 | 403 | 349 | 347 1000 -
16/10/2008 4:26:52 396 | -400 | 408 | 349 | 347 | 1000 -
| BatchName: AFD8PK201 | Page2of19 |
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Auto Freeze Drying Process Report

| Start Time: ! 16/10/2008 0:41:52 | Product Quantity | 4615 |
| End Time: ! 18/10/2008 18:32:52 | Product Name: | Topotecan For Injection |
| Initiator | sup | Product Model: { |
| Batch Name: | AFDBPK201 . Recipe Number: | 25 i
Step Step Type TE201A Control TE202 TE203 TE204 PT101 Control
Date Time No. Temp. Vacuum
("C) _ ("C) {"¢) _("C) ("C) (ubar)  (ubar)
16/10/2008 4:31:52 -40.1 -40.0 -40.8 344 34.7 1000 -
16/10/2008 4:36:52 ~38.9 -40.0 -40.3 344 347 1000 -
16/10/2008 4:41:52 -39.2 -40.0 -40.8 344 34.2 1000 -
16/10/2008 4:46:52 -40.1 -40.0 -40.1 344 34.2 1000 -
16/10/2008 4:51:52 -39.2 -40.0 -40.3 34.4 34.2 1000 -
16/10/2008 4:56:52 -40.3 -40.0 -40.9 344 34.2 1000 -
16/10/2008 5:01:52 -39.6 -40.0 -40.3 344 342 1000 -
16/10/2008 5:06:52 -39.5 -40.0 -40.9 34.4 34.2 1000 -
16/10/2008 5:11:52 -39.9 -40.0 -40.2 34.4 34.2 1000 -
16/10/2008 5:16:52 -39.2 ~40.0 -41.0 34.4 34.2 1000 -
16/10/2008 5:21:52 -40.2 -40.0 -40.8 34.4 34.2 1000 55
16/10/2008 5:26:52 -394 | -400 | -402 | 338 34.2 1000 -
16/10/2008 5:31:52 -40.2 -40.0 -40.7 33.9 34.2 1000 -
16/10/2008 5:36:52 -39.6 -40.0 -40.3 33.9 34.2 1000 -
16/10/2008 5:41:52 -39.5 -40.0 -41.1 33.9 34.2 1000 -
16/10/2008 5:46:52 -40.0 ~40.0 -40.3 33.9 33.7 1000 -
16/10/2008 5:51:52 -39.2 -40.0 -40.8 33.9 33.7 1000 --
16/10/2008 5:56:52 -40.1 -40.0 -40.2 339 337 1000 n~
16/10/2008 6:01:52 -39.2 -40.0 -40.8 33.9 33.7 1000 -
16/10/2008 6:06:52 -40.3 -40.0 -40.8 33.9 33.7 1000 v
16/10/2008 6:11:52 -39.2 -40.0 -40.7 33.9 3.7 1000 -
16/10/2008 6:16:52 -40.1 -40.0 -40.3 33.9 337 1000 i
16/10/2008 6:21:52 -38.4 -40.0 -40.3 33.4 33.7 1000 =
16/10/2008 6:26:52 -40.3 -40.0 -40.7 33.4 33.7 1000 -
16/10/2008 6:31:52 -39.6 -40.0 -40.7 33.4 33.7 1000 -
16/10/2008 6:36:52 -39.7 -40.0 -40.7 33.4 33.2 1000 -
16/10/2008 6:41:52 -40.0 -40.0 -40.7 334 33.2 1000 -
16/10/2008 6:46:52 -39.2 -40.0 -40.7 334 33.2 1000 -
16/10/2008 6:51:52 -39.8 -40.0 -40.2 334 33.2 1000 -
16/10/2008 6:56:52 -394 | -400 | -409 | 334 33.2 1000 -
16/10/2008 7:01:52 -40.1 -40.0 -40.2 33.4 33.2 1000 -
16/10/2008 7:06:52 -39.1 -40.0 -40.5 33.4 33.2 1000 -~
16/10/2008 7:11:52 -40.1 -40.0 -40.3 32.9 33.2 1000 -
16/10/2008 7:13:52 10 | Evacuation -38.4 -40.0 40,2 33.0 32.9 1000 200
16/10/2008 7:16:52 -39.4 -40.0 -40.2 30.6 14.6 1000 200
16/10/2008 7:21:52 -39.5 -40.0 -40.2 19.3 -46.7 1000 200
16/10/2008 7:26:52 -39.3 -40.0 -40.2 -24.3 -50.9 1000 200
16/10/2008 7:31:52 -39.4 -40.0 -40.2 -33.8 -47.5 1000 200
16/10/2008 7:38:52 -39.4 -40.0 -40.7 -43.6 -56.8 1000 200
16/10/2008 7:41:52 -39.6 -40.0 -40.7 -56.1 -60.9 1000 200
16/10/2008 7:46:52 -39.7 | -400 | -40.7 | -555 | -68.6 | 1000 200
16/10/2008 7:561:52 -39.4 -40.0 -40.7 -60.2 -72.7 389 200
16/10/2008 7:53:23 1 Drying -39.7 -39.5 -40.8 -60.8 -74.5 205 200
16/10/2008 7:56:52 -36.2 -356.5 -38.1 -64.4 -75.2 213 200
16/10/2008 8:01:52 -30.1 -29.7 -33.5 -68.2 -76.6 316 200
16/10/2008 8:06:52 -28.0 -28.0 -20.8 <715 -77.9 437 200
16/10/2008 8:11:52 -27.8 -28.0 -29.3 -70.1 -79.6 491 200
16/10/2008 8:16:52 -27.9 -28.0 -29.3 -45.8 -63.9 322 200
16/10/2008 8:19:35 12 | Drying -28.5 -28.0 -30.0 -43.2 -44.8 202 200
16/10/2008 8:21:52 -27.0 -28.0 -20.1 -55.6 -55.6 203 200
16/10/2008 8:26:52 -27.9 -28.0 -29.0 -63.8 -66.2 208 200
16/10/2008 8:31:52 -27.8 -28.0 -29.0 -72.4 -74.5 208 200
16/10/2008 8:36:52 -29.5 -28.0 -30.7 -73.1 -58.9 338 200
16/10/2008 8:41:52 -27.7 -28.0 -28.9 -74.1 -71.9 212 200

| “BatchName: AFD8PK201 Page3of19 |



Auto Freeze Drying Process Report

| Start Time: [ 16/10/2008 0:41:52 | Product Quantity 4615 |
End Time: l 18/10/2008 18:32:52 ! Product Name: Taopotecan For Injection l
| Initiator | sup | Product Model: |
| Batch Name: | AFDBPK201 | Recipe Number: 25 |
Step Step Type TE201A Control TE202 TE203 TE204 PT101 Control
Date Time No. Temp. Vacuum
('C)  ("C) ("C)  ("C) ("C) (ubar)  (ubar)
16/10/2008 8:46:52 208 | -280 |-308 [-715 [ -547 | 383 200
16/10/2008 8:51:52 276 |-280 |-283 |-734 |[-705 | 213 200
16/10/2008 8:56:52 277 | 280 | -289 | -738 | -77.5 | 213 200
16/10/2008 9:01:52 274 | -280 | -288 |[-726 |[-793 | 215 200
16/10/2008 9:06:52 277 | -280 | -288 | -678 | -798 | 216 200
16/10/2008 9:11:52 277 | 280 | -289 | -67.9 | -798 | 217 200
16/10/2008 9:16:52 295 | -280 | -304 | 676 | -59.1 | 434 200
16/10/2008 9:21:52 274 | -280 | -282 | -646 | -704 | 202 200
16/10/2008 9:26:52 -27.6 -28.0 -28.7 -83.3 -76.4 202 200
16/10/2008 9:31:52 276 | -280 |-287 | -844 |[-792 | 201 200
16/10/2008 9:36:52 276 | 280 | -28.7 | -649 | -792 | 198 200
16/10/2008 9:41:52 278 | -280 | -287 | -643 | -79.2 | 201 200
16/10/2008 9:46:52 279 | -280 | -287 | 654 | -792 | 197 200
16/10/2008 9:51:52 276 | -280 | -287 | -659 | -80.2 | 205 200
16/10/2008 9:56:52 277 | 280 | -287 | -858 | -80.2 | 270 200
16/10/2008 10:01:52 275 | -28.0 | -28.7 | -66.4 | -80.2 | 203 200
16/10/2008 10:06:05 13 | Drying 273 | -280 |-287 |-66.1 | -80.1 | 202 200
16/10/2008 10:06:52 274 | -21.2 | -287 | -65.9 | -80.2 | 193 200
16/10/2008 10:11:52 220 [-222 |-250 |[-681 |-80.2 [ 200 200
16/10/2008 10:14:05 14 | Drying 209 | -20.0 | -233 | -69.0 | -80.6 | 200 200
16/10/2008 10:16:52 -199 | -200 | -209 | -68.7 | -80.2 | 202 200
16/10/2008 10:21:52 199 | -200 |-208 | -892 | -80.2 | 197 200
16/10/2008 10:26:52 -19.6 -20.0 -20.9 -72.5 -80.2 196 200
16/10/2008 10:31:52 196 | -200 | -208 | -76.2 | -80.7 | 204 200
16/10/2008 10:38:52 -195 |[-200 |-208 |-733 | -81.2 | 193 200
16/10/2008 10:41:52 -19.7 | -200 | -209 |-715 | -812 | 204 200
16/10/2008 10:46:52 -196 | -200 |-209 |-89.2 |-80.7 | 198 200
16/10/2008 10:51:52 19.7 | -20.0 | -204 | -698 | -80.7 | 192 200
18/10/2008 10:56:52 196 | -200 | -204 | -688 | -80.2 | 202 200
16/10/2008 11:01:52 -19.7 ~20.0 -20.4 -65.4 -80.2 193 200
16/10/2008 11:06:52 196 | -200 | -204 | -67.3 | -80.2 | 204 200
16/10/2008 11:11:52 196 | -200 | -204 | -658 | -802 | 193 200
16/10/2008 11:16:52 -199 | 200 | -204 | -67.3 | -80.2 | 204 200
16/10/2008 11:21:52 -196 | -20.0 | -20.4 | -668 | -80.2 | 197 200
16/10/2008 11:26:52 19.7 | -20.0 | -20.4 | 644 | -80.2 | 192 200
16/10/2008 11:31:52 -19.5 | -200 | -20.4 | -66.7 | -80.2 | 205 200
16/10/2008 11:36:52 -196 | -20.0 | -20.4 | -66.2 | -80.2 | 199 200
16/10/2008 11:41:52 195 | -200 | -20.4 | -66.0 | -80.2 | 201 200
16/10/2008 11:44:11 15 | Drying 195 | -200 |-206 | -67.3 | -80.0 | 201 150
16/10/2008 11:46:52 72 | -17.3 | -19.7 | -676 | -80.2 | 149 150
16/10/2008 11:51:52 -131 [ -125 | -149 | -66.2 | -79.7 | 149 150
16/10/2008 11:52:15 16 | Drying 129 | -120 | 147 | -66.7 | -798 | 152 150
16/10/2008 11:56:52 1.7 | 120 | 432 | -67.3 | -79.7 | 156 150
16/10/2008 12:01:52 -11.7 [-120 |-127 |[-680 |-797 | 156 150
16/10/2008 12:06:52 -115 [ -120 |-127 |-680 | -797 | 156 150
16/10/2008 12:11:52 115 |-120 | -127 | -655 | -79.7 | 156 150
16/10/2008 12:16:52 16 | 120 | -127 | -674 | -79.7 | 154 150
16/10/2008 12:21:52 -118 [ -120 |-127 [-679 |-797 | 155 150
16/10/2008 12:26:52 1.7 |-120 | 127 | -653 | -797 | 154 150
16/10/2608 12:31:52 1168 | -120 | -127 | -86.4 | -797 | 152 150
16/10/2008 12:36:52 16 | -120 | 127 | -66.9 | -79.7 | 151 150
16/10/2008 12:41:52 -116 | -120 | -127 | -669 | -797 | 149 150
16/10/2008 12:46:52 118 | -120 | -127 | -66.1 | -79.7 | 146 150
16/10/2008 12:51:52 A14 | -120 | -127 [ -666 | -79.7 | 145 150
| BatchName: AFDBPK201 ] _Page{éfié" |
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Auto Freeze Drying Process Report

| Start Time: [ 16/10/2008 0:41:52 | Product Quantity 4615 !
| End Time: | 18/10/2008 18:32:52 | Product Name: |  Topotecan For Injection |
| Initiator | suP | Product Mode: | '
| Batch Name: | AFD8PK201 | Recipe Number: |2 ;
Step StepType  TE201A Control TE202 TE203 TE204  PT101 Control
Date Time No. Temp. Vacuum
('C) (¢ (') (G ("C) (ubar)  (ubar)
16/10/2008 12:56:52 19 | 120 | -127 | 666 | -79.7 | 145 150
16/10/2008 13:01:52 118 | -120 | 127 | -67.2 | -79.7 | 146 150
16/10/2008 13:06:52 14 | 120 | -12.7 | -742 | -80.2 | 145 150
16/10/2008 13:11:52 116 | -120 | -127 | -752 | -80.2 | 146 150
16/10/2008 13:16:52 116 | 120 | -127 | -769 | -80.7 | 151 150
16/10/2008 13:21:52 A14 | -120 | -127 | -125 | -80.7 | 155 150
16/10/2008 13:26:52 15 | -120 | -127 | 698 | -80.7 | 155 150
16/10/2008 13:31:52 17 | 120 | 127 | 694 | -80.7 | 157 150
16/10/2008 13:36:52 115 | -120 | -12.7 | 679 | -80.2 | 157 150
16/10/2008 13:41:52 15 | -120 | -127 | -67.8 | -80.2 | 156 150
16/10/2008 13:46:52 17 | -120 | 127 | 66.7 | -79.7 | 154 150
16/10/2008 13:51:52 415 | 120 | -12.7 | 685 | -79.7 | 147 150
16/10/2008 13:56:52 116 | 120 | -127 | -67.8 | -79.7 | 144 150
16/10/2008 14:01:52 16 | -120 | -127 | 60.0 | -79.7 | 167 150
16/10/2008 14:06:52 118 | -120 | -127 | 69.0 | -79.7 | 157 150
16/10/2008 14:11:52 5116 | -120 | 127 | -700 | -80.2 | 157 150
16/10/2008 14:16:52 16 | -120 | -12.7 | 690 | -802 | 156 150
16/10/2008 14:21:52 1.7 | 120 | -127 | -707 | 802 | 154 150
16/10/2008 14:26:52 115 | <120 | -127 | -71.6 | -80.2 | 154 150
16/10/2008 14:31:52 1.7 | 120 | 127 | 678 | -80.2 | 155 150
16/10/2008 14:36:52 17 | -120 | -127 | 663 | -802 | 155 150
16/10/2008 14:41:52 116 | -120 | -127 | -71.8 | -802 | 154 150
16/10/2008 14:46:52 15 | -120 | -127 | -719 | -80.2 | 153 150
16/10/2008 14:51:52 116 | -120 | -12.7 | -724 | -802 | 153 150
16/10/2008 14:56:52 116 | -120 | -127 | -724 | -802 | 153 150
16/10/2008 15:01:52 17 | 120 | 427 | -750 | -80.2 | 153 150
16/10/2008 15:06:52 115 | -120 | -12.7 | -704 | -802 | 152 150
16/10/2008 15:11:52 116 | 120 | -12.7 | 696 | -802 | 152 150
16/10/2008 15:16:52 415 | -120 | 127 | -706 | -80.7 | 155 150
16/10/2008 15:21:52 A17 | -120 | 127 | 660 | -80.7 | 154 150
16/10/2008 15:26:52 416 | 120 | 127 | 673 | -80.7 | 154 150
16/10/2008 15:31:52 17 | 120 | 127 | -67.8 | -802 | 155 150
16/10/2008 15:36:52 414 | 120 | -127 | 660 | 802 | 154 150
16/10/2008 15:41:52 1.7 | 120 | -127 | 676 | -80.2 | 155 150
16/10/2008 15:46:52 116 | -120 | -127 | 681 | -80.2 | 156 150
16/10/2008 15:51:52 416 | 120 | -12.7 | 67.7 | -80.2 | 155 150
16/10/2008 15:52:21 17 | Drying 17 | -120 | -125 | 683 | 803 | 152 150
16/10/2008 15:56:52 82 |-74 |-100 | -695 | -802 | 156 150
16/10/2008 15:58:28 18 | Drying 56 |60 |82 |-692 |-805 | 153 150
16/10/2008 16:01:52 52 |61 |-69 |-684 |-802 | 150 150
16/10/2008_16:06:52 58 | 61 | 68 | -712 | -802 | 145 150
16/10/2008 16:11:52 58 | 61 | -89 |-775 | -807 | 157 150
16/10/2008 16:16:52 56 | 61 | -64 | -780 | -80.7 | 148 150
16/10/2008 16:21:52 56 |61 |-64 |-786 |-81.2 | 148 150
16/10/2008 16:26:52 58 | 61 | -64 | -771 | -B1.2 | 154 150
16/10/2008 16:31:52 56 | 61 |-64 | -776 | -B12 | 147 150
16/10/2008 16:36:52 56 |61 |64 |-776 | -812 | 154 150
16/10/2008 16:41:62 57 | 61 |64 |-783 | -812 | 149 150
16/10/2008 16:46:52 56 | 61 |64 |-77.0 | -81.2 | 150 150
16/10/2008 16:51:52 54 |61 | 64 |-752 | -81.2 | 154 150
16/10/2008 16:56:52 55 |64 |64 |-71.2 | -B12 | 145 160
16/10/2008 17:01:52 56 | 64 | -64 | -701 | -B12 | 157 150
16/10/2008 17:06:52 56 |61 |-64 |-706 | 812 | 144 150
16/10/2008 17:11:52 55 |61 |-64 |-706 | -804 | 157 150
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Auto Freeze Drying Process Report

| Start Time: 16/10/2008 0:41:52 | Product Quantity : 4615
| End Time: 18/10/2008 18:32:52 | Product Name: | Topotecan For Injection
| Initiator SUP i Product Model: ! !
| Batch Name: AFD8PK201 | Racipe Number: | 25 !
Step Step Type TE201A Control TE202 TE203 TE204 PT101 Control
Date Time No. Temp. Vacuum
("C) ("0 ("C) ("0 ("C) (ubar)  (ubar)
16/10/2008 17:16:52 -5.8 -6.1 6.4 -67.3 -78.6 150 150
16/10/2008 17:21:52 5.7 -6.1 -8.4 -66.4 -79.6 152 150
16/10/2008 17:28:52 -5.7 -6.1 -6.4 -67.4 -79.6 153 150
16/10/2008 17:31:52 -5.6 -6.1 -8.4 -65.2 -79.6 145 150
16/10/2008 17:36:52 -5.4 -8.1 -8.4 -65.9 -79.6 167 150
16/10/2008 17:41:52 -5.5 -6.1 -8.4 -66.9 -79.8 146 150
16/10/2008 17:46:52 5.6 -8.1 6.4 -66.9 -79.6 167 150
16/10/2008 17:51:52 -5.5 -6.1 6.4 -68.1 -80.1 149 150
16/10/2008 17:56:52 -5.4 -6.1 6.4 -68.8 -80.1 148 160
16/10/2008 18:01:52 -5.4 6.1 6.4 -85.2 -80.1 154 150
16/10/2008 18:06:52 -5.7 -6.1 -6.4 -66.9 -80.1 146 150
16/10/2008 18:11:52 5.7 -6.1 -6.4 -67.5 -80.1 156 150
16/10/2008 18:18:52 5.5 6.1 -8.4 -66.2 -80.1 147 150
16/10/2008 18:21:52 -5.6 -8.1 -6.4 -65.5 -80.1 156 150
16/10/2008 18:26:52 -5.6 -6.1 -6.4 -66.6 -80.1 152 150
16/10/2008 18:31:52 -5.6 -6.1 8.4 -85.8 -80.1 146 150
16/10/2008 18:36:52 5.6 -6.1 6.4 -66.3 ~72.8 213 150
16/10/2008 18:41:52 5.7 -6.1 -6.4 -85.3 -74.3 148 160
16/10/2008 18:46:52 -5.8 -6.1 -6.4 -66.56 ~74.5 253 150
16/10/2008 18:51:52 -5.7 -6.1 -6.4 -67.5 -74.0 150 150
16/10/2008 18:56:52 56 -6.1 8.4 -68.0 -75.4 150 150
16/10/2008 19:01:52 -54 -6.1 -6.4 -68.7 -754 153 150
16/10/2008 19:06:52 -5.6 -8.1 6.4 -66.0 -74.7 145 150
16/10/2008 19:11:52 -5.7 -6.1 6.4 -68.3 -75.4 157 150
16/10/2008 19:16:52 -5.5 -6.1 -6.4 -68.0 -75.4 150 150
16/10/2008 19:21:52 -5.8 -8.1 -8.4 -69.5 -75.9 146 150
16/10/2008 19:26:52 -5.6 6.1 -6.4 -69.5 -75.4 156 150
16/10/2008 19:31:52 -5.6 -6.1 -6.4 -69.0 ~76.1 150 150
16/10/2008 19:36:52 -5.5 -6.1 8.4 -69.0 -74.7 145 150
16/10/2008 19:41:52 -5.6 -6.1 -84 -65.7 -74.2 168 150
16/10/2008 19:46:52 -5.6 -6.1 6.4 -67.2 ~75.7 152 150
16/10/2008 19:51:52 -5.7 -6.1 -6.4 -69.9 ~75.1 149 150
16/10/2008 19:56:52 5.7 -8.1 -6.4 -67.9 -75.2 145 150
16/10/2008 20:01:52 -5.7 -8.1 -6.4 -88.3 -75.9 152 150
16/10/2008 20:06:52 -5.6 -6.1 -84 -69.4 -75.8 154 150
16/10/2008 20:11:52 -5.6 -6.1 -6.4 -70.5 -76.3 157 150
16/10/2008 20:16:52 -5.7 -6.1 -6.4 -68.3 -75.7 157 150
16/10/2008 20:21:52 -5.5 -8.1 -6.4 -68.7 -76.3 154 150
16/10/2008 20:26:52 -5.5 -8.1 -6.4 -69.2 -75.7 157 160
16/10/2008 20:31:52 57 |61 |64 |-608 |-76.7 | 157 150
16/10/2008 20:36:52 -5.5 -8.1 6.4 -86.8 -76.7 148 150
16/10/2008 20:41:52 -5.8 -8.1 -8.4 -67.3 -75.9 146 150
16/10/2008 20:46:52 5.4 6.1 6.4 -65.4 -75.4 155 160
16/10/2008 20:51:52 -5.8 6.1 -6.4 -67.3 -75.5 146 1560
16/10/2008 20:56:52 -5.5 -6.1 -6.4 -69.1 -76.5 154 150
16/10/2008 21:01:52 -5.7 -6.1 -6.4 -68.5 -75.5 144 150
16/10/2008 21:06:52 5.5 -6.1 8.4 -69.6 ~76.6 154 150
16/10/2008 21:11:52 -5.7 -6.1 -6.4 -65.9 -77.2 156 150
16/10/2008 21:16:52 -5.6 -6.1 -8.4 -67.0 -77.2 156 150
16/10/2008 21:21:52 -5.6 6.1 -6.4 -67.0 -79.0 147 150
16/10/2008 21:26:52 -54 -6.1 -6.4 -66.9 -771 151 160
16/10/2008 21:31:52 -5.5 -6.1 -6.4 -65.6 -76.8 147 160
16/10/2008 21:36:52 -5.5 -6.1 -8.4 -85.5 -76.6 158 150
16/10/2008 21:41:52 -5.7 -6.1 -6.4 -66.5 -76.5 154 150
| BatchName: AFDBPK201 | Pagebofte |
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Auto Freeze Drying Process Report

| Start Time: | 16/10/2008 0:41:52 | Product Quantity [ 4815 , ,
| End Time: | 18/10/2008 18:32:52 | Product Name: | Topotecan For Injection |
| Initiator [ sup | Product Modet: | é
| Batch Name: | AFDBPK201 | Reclpe Number: | 25 |
Step StepType  TE201A Control TE202 TE203 TE204  PT101 Control
Date Time No. Temp. Vacuum
(") ("C) ('C) () ("C) (ubar)  (ubar)
16/10/2008 214652 57 |61 |64 |-677 |-771 | 144 150
16/10/2008 21:5162 54 | 61 | -64 | -664 |-77.1 | 155 150
16/10/2008 21:56:52 54 |61 |64 | 663 |-776 | 150 150
16/10/2008 22:0152 5.7 | 61 | -64 | 683 | -794 | 147 150
76/10/2008 22:06:52 55 | 61 |-64 | -652 | -799 | 159 150
16/10/2008 22:11:52 57 | 61 |-64 | -671 | -799 | 169 150
16/10/2008 22.16:52 57 |61 |64 |-669 |-784 | 150 150
16/10/2008 22:21:52 58 | 61 | 64 | -668 |-789 | 159 150
16/10/2008 22:26:52 54 | 61 | 64 | 674 | -789 | 159 150
16/10/2008 22:31:52 54 |61 |64 | -668 |-794 | 148 150
76/10/2008 22:36:52 57 | 61 | 64 | 670 |-789 | 204 750
16/10/2008 22:4152 56 | 61 | -64 | -682 | -799 | 149 150
16/10/2008 22:46:52 57 |61 |64 |-687 |-790 | 153 150
1671012008 22:51:52 58 | 61 |64 | -687 |-790 | 160 150
16/10/2008 22:56:52 54 | 61 | 64 | -747 | -795 | 143 150
16/10/2008 23:01:52 54 |61 |64 |-772 |-795 | 163 150
16/10/2008 23.06:52 58 |61 |64 |-716 | -805 | 149 150
16/10/2008 23:11:62 57 |61 |64 |-711 | 815 | 146 150
16/10/2008 23.16:52 56 | 61 |-64 | 608 | -80.5 | 150 750
16/10/2008 23:21:52 55 | 64 |-64 | -703 |-797 | 147 150
16/10/2008 23.26:52 55 |61 | -84 | 677 |-792 | 152 150
16/10/2008 23:31:52 56 | 61 | 64 | 667 | 809 | 148 150
16/10/2008 23:36:52 57 | 61 |64 |-660 |-808 | 150 150
16/10/2008 23:41:52 57 |61 |64 |-67.8 | 809 | 153 150
16/10/2008 23:46:52 55 |61 |-64 |-668 | -808 | 151 150
16/10/2008 23:51:52 55 | 61 | 64 | -683 | -802 | 148 150
16/10/2008 23:56:52 54 |61 | -64 | -67.3 | 813 | 148 150
17/10/2008 0:01:52 56 | 61 |64 | 684 | -823 | 148 150
17/10/2008 0:06:52 54 |61 |64 | -689 | -823 | 148 150
17/10/2008 0:11:52 55 |61 | 64 | -668 | -823 | 149 150
17/10/2008 0:16.52 55 | 61 | -64 | 685 | -823 | 150 150
17/10/2008 0:21:52 57 |61 |64 |-671 |-823 | 150 150
17/10/2008 0:26:52 57 |61 |-64 |-669 |-823 | 150 150
17/10/2008 0:31:52 56 | 61 |64 | -688 | -828 | 162 150
77110/2008 0:36:52 55 |61 | 64 |-680 |-828 | 152 160
17/10/2008 0:41:52 55 |61 |64 | -670 |-833 | 149 150
17/10/2008 0:46:52 55 |61 |-64 |-601 |-828 | 148 150
17/10/2008 0:61:52 56 | 61 |64 | -684 | -828 | 150 150
17/10/2008 0:56:52 56 |61 | 64 |-695 | -828 | 150 150
17/10/2008 1:01:52 55 |61 |64 | -695 | -628 | 152 150
17/10/2008 1:06:52 55 | 61 | 64 | -67.7 | -828 | 153 150
17/10/2008 1:11:52 56 |61 | 64 |-67.6 | -82.3 | 146 150
17/10/2008 1:16:52 56 | 61 | 64 | 668 | -823 | 146 150
17/10/2008 1:21:52 56 | 61 |64 | -682 | 823 | 146 150
17/10/2008 1:26:52 56 |61 | 64 |-680 | -823 | 147 150
17/10/2008 1:31:52 55 | 61 | 64 | -662 | 823 | 147 150
777102008 1:36:52 56 | 61 |64 | 661 |-823 | 150 150
17/10/2008 1:41:52 55 | 61 |64 |-687 | -823 | 151 150
17110/2008 1:46:52 56 | 61 | 64 | -664 | -818 | 150 150
17/10/2008 1:51:52 56 | 61 | 64 |-679 | -818 | 149 150
17/10/2008 1:56:52 57 |61 | 64 | -684 | -81.8 | 150 150
17/10/2008 2:01:52 57 | 61 |64 | 6941 | 818 | 161 150
17/10/2008 2:06:52 56 | 61 | 64 | 673 | -81.8 | 151 150
17/10/2008 2:11:62 55 |61 |64 |-683 | -818 | 152 160
| BatchName: AFD8PK201 | Page7of1s |
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Auto Freeze Drying Process Report

| start Time: ! 16/10/2008 0:41:52 | Product Quantity | 4815 |
| End Time: | 18/10/2008 18:32:52 | Praduct Name: | Topotecan For Injection |
Initiator SUP ‘ Product Model: i I
| Batch Name: | AFDBPK201 | Recipe Number: | 2 i
Step Step Type TE201A Control TE202 TE203 TE204 PT101 Control
Date Time No. Temp. Vacuum
('C) __("C) ("C) ("0 ("C) (ubar)  (ubar)
17/10/2008 2:16:52 5.4 -6.1 6.4 -68.2 -81.8 153 150
17/10/2008 2:21:52 5.5 6.1 6.4 -69.0 -81.8 154 150
17/10/2008 2:26:52 -5.5 8.1 -6.4 -69.5 -81.3 153 150
17/10/2008 2:31:52 -5.5 -6.1 6.4 -86.6 -81.3 152 150
17/10/2008 2:36:52 54 -6.1 -6.4 -68.7 -81.3 152 150
17/10/2008 2:41:52 -5.5 -6.1 64 -69.2 -80.3 150 150
17/10/2008 2:46:52 -5.4 -8.1 -6.4 -66.1 -80.3 152 150
17/10/2008 2:51:52 -5.5 -6.1 6.4 -68.0 -80.8 154 150
17/10/2008 2:58:52 -5.6 6.1 -6.4 -88.5 -80.8 152 150
17/10/2008 3:01:52 5.4 6.1 -6.4 -66.5 -80.8 152 150
17/10/2008 3:05:23 19 | Drying -5.8 -6.0 -8.2 -68.4 -80.9 150 150
17/10/2008 3:08:52 -54 -4.7 6.4 -68.8 -80.8 121 100
17/10/2008 3:11:36 20 | Drying 0.3 0.0 2.4 -69.1 -80.9 102 100
17/10/2008 3:11:52 0.3 -0.1 -1.5 -69.4 -80.8 101 100
17/10/2008 3:16:52 0.2 0.1 -0.9 -71.4 -80.8 104 100
17/10/2008 3:21:52 0.2 -0.1 -0.3 -72.8 -80.8 97 100
17/10/2008 3:26:52 0.4 -0.1 -0.3 -72.9 -80.8 102 100
17/10/2008 3:31:52 0.4 0.1 -0.3 -73.5 -80.8 105 100
17/10/2008 3:36:52 0.5 -0.1 -0.3 -71.0 -80.8 97 100
17/10/2008 3:41:52 0.3 -0.1 -0.3 -69.7 -80.8 102 100
17/10/2008 3:46:52 0.3 -0.1 -0.3 -70.7 -80.8 104 100
17/10/2008 3:51:52 0.3 -0.1 -0.3 -70.7 -80.8 98 100
17/10/2008 3:56:52 04 -0.1 -0.3 -70.7 -80.8 101 100
17/10/2008 4:01:52 0.4 -0.1 -0.3 -68.1 -80.8 102 100
17/10/2008 4:06:52 0.5 -0.1 -0.3 -70.0 -80.8 103 100
17/10/2008 4:11:52 05 -0.1 -0.3 -69.2 -80.8 104 100
17/10/2008 4:16:52 0.5 0.1 -0.3 -69.2 -80.3 103 100
17/10/2008 4:21:52 03 -0.1 -0.3 -70.2 -80.3 102 100
17/10/2008 4.26:52 0.5 -0.1 -0.3 -71.3 -80.3 97 100
17/10/2008 4:31:52 03 -0.1 -03 -71.8 -80.3 96 100
17/10/2008 4:36:52 0.5 -0.1 -0.3 -71.8 -80.3 98 100
|17/10/2008 4:41:52 0.5 0.1 -0.3 -72.4 -80.3 97 100
17/10/2008 4:46:52 03 -0.1 -0.3 -71.0 -80.8 98 100
17/10/2008 4:51:52 0.6 -0.1 -0.3 -72.1 -80.8 99 100
17/10/2008 4:56:52 0.3 -0.1 -0.3 -68.7 -80.8 101 100
17/10/2008 5:01:52 0.2 -0.1 -0.3 -69.8 -81.3 104 100
17/10/2008 5:06:52 0.3 -0.1 -0.3 -70.3 -81.3 103 100
17/10/2008 5:11:52 0.4 -0.1 -0.3 -69.2 -81.3 101 100
17/10/2008 5:16:52 0.5 -0.1 <03 -68.9 -81.3 100 100
17/10/2008 5:21:52 0.3 -0.1 -0.3 -69.5 -81.3 97 100
17/10/2008 5:26:52 0.5 -0.1 0.3 -68.5 -81.3 102 100
17/10/2008 5:31:52 0.5 -0.1 -0.3 ~70.0 -81.3 104 100
17/10/2008 5:36:52 03 -0.1 -0.3 -69.3 -81.3 104 100
17/10/2008 5:41:52 0.5 -0.1 -0.3 -70.2 -81.3 100 100
17/10/2008 5:46:52 0.5 -0.1 -0.3 «69.1 -81.3 97 100
17/10/2008 5:51:52 0.2 -0.1 -0.3 -70.3 -81.3 103 100
117/10/2008 5:56:52 0.3 -0.1 -0.3 -70.3 -81.3 103 100
17/10/2008 6:01:52 05 -0.1 -0.3 -68.2 -81.3 102 100
17/10/2008 6:08:52 04 -0.1 -0.3 -69.9 -81.3 99 100
17/10/2008 8:11:52 0.5 -0.1 -0.3 -69.9 -81.3 101 100
17/10/2008 6:16:52 04 -0.1 -0.3 -69.6 -80.8 104 100
17/10/2008 6:21:52 0.3 -0.1 -0.3 -70.6 -80.8 101 100
17/10/2008 6:26:52 0.5 -0.1 -0.3 -68.6 -81.3 96 100
17/10/2008 6:31:52 0.5 -0.1 -0.3 -70.5 -81.3 104 100
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Auto Freeze Drying Process Report

| Start Time: | 16/10/2008 0:41:52 | Product Quantity 4615 !
End Time: | 18/10/2008 18:32:52 | Product Name: Topotecan For Injection |
! initlator SuUP 1 Product Model: i
| Batch Name: | AFDBPK201 | Recipe Number: 25
Step Step Type TE201A Control TE202 TE203 TE204 PT101 Conirol
Date Time No. Tomp. Vacuum
("C) ("Q) ("C)  ('C) ("C) (ubar)  (ubar)
17/10/2008 6:36:52 05 -0.1 -03 -69.1 -81.3 103 100
17/10/2008 6:41:52 04 -0.1 -0.3 -69.0 -81.3 100 100
17/10/2008 6:46:52 03 -0.1 -0.3 -69.5 -81.3 102 100
17/10/2008 6:51:52 04 -0.1 -03 -70.0 -81.3 104 100
17/10/2008 6:56:52 04 -0.1 -03 -68.1 -81.3 100 100
17/10/2008 7:01:52 0.6 -0.1 -0.3 -69.4 -81.3 101 100
17/10/2008 7:06:52 0.5 -0.1 0.3 -69.9 -81.3 104 100
17/10/2008 7:11:52 0.4 -0.1 -0.3 -68.3 -80.8 101 100
17/10/2008 7:16:52 0.3 -0.1 -0.3 -70.5 -80.8 102 100
17/10/2008 7:21:52 0.5 -0.1 -0.3 -69.6 -81.3 102 100
17/10/2008 7:26:52 0.5 -0.1 -0.3 -71.0 -81.3 98 100
17/10/2008 7:31:52 02 -0.1 -0.3 -70.5 -81.8 103 100
17/10/2008 7:36:52 04 -0.1 -0.3 -71.2 -81.8 99 100
17/10/2008 7:41:52 05 -0.1 -0.3 -70.2 -81.8 104 100
17/10/2008 7:46:52 0.3 -0.1 -0.3 -72.2 -81.8 101 100
17/10/2008 7:51:52 0.5 -01 -0.3 -72.7 -81.8 102 100
17/10/2008 7:56:52 0.5 -0.1 -0.3 -73.3 -81.8 102 100
17/10/2008 8:01:52 03 -0.1 -0.3 -73.8 -81.3 101 100
17/10/2008 8:06:52 0.7 -0.1 -0.3 -69.3 -81.3 102 100
17/10/2008 8:11:52 0.3 -0.1 -0.3 -70.5 -81.3 102 100
17/10/2008 8:16:52 0.3 -0.1 -0.3 -69.4 -81.3 102 100
17/10/2008 8:21:52 0.3 -0.1 -0.3 -69.2 -81.3 101 100
17/10/2008 8:26:52 0.5 -0.1 -0.3 -70.3 -81.3 102 100
17/10/2008 8:31:52 05 -0.1 -0.3 -70.3 -81.3 103 100
17/10/2008 8:38:52 0.3 -0.1 -0.3 -68.7 -81.3 101 100
17/10/2008 8:41:52 0.4 -0.1 -0.3 -70.6 -81.3 104 100
17/10/2008 8:46:52 05 -0.1 -0.3 714 -81.3 101 100
17/10/2008 8:51:52 0.5 -0.1 -0.3 -72.0 -81.3 103 100
17/10/2008 8:56:52 0.5 -0.1 -0.3 -72.0 -81.3 101 100
17/10/2008 9:01:52 0.3 -0.1 -0.3 -72.5 -81.3 104 100
17/10/2008 9:06:52 0.5 -0.1 03 -73.0 -80.8 98 100
17/10/2008 9:11:52 0.5 -0.1 -0.3 -73.7 -80.8 103 100
17/10/2008 9:18:52 0.6 -0.1 -0.3 -70.1 -80.8 97 100
17/10/2008 9:21:52 05 -0.1 -0.3 -71.3 -80.3 103 100
17/10/2008 9:26:52 05 0.1 -0.3 -71.8 -80.8 101 100
17/10/2008 9:31:52 0.5 -0.1 -0.3 -89.5 -80.8 102 100
17/10/2008 9:36:52 05 -0.1 -0.3 -70.8 -81.3 104 100
17/10/2008 9:41:52 0.5 -0.1 -0.3 -70.3 -81.3 99 100
17/10/2008 9:46:52 0.5 -0.1 -0.3 -70.4 -81.3 104 100
17/10/2008 9:51:52 0.5 -0.1 -0.3 -70.2 -81.3 98 100
17/10/2008 9:56:52 0.3 -0.1 -03 -68.6 -81.3 102 100
17/10/2008 10:01:52 0.2 -0.1 -0.3 -70.1 -81.3 104 100
17/10/2008 10:06:52 0.3 -0.1 -0.3 -70.6 -81.3 98 100
17/10/2008 10:11:52 0.3 -0.1 -0.3 -68.1 -81.3 104 100
17/10/2008 10:16:52 0.5 -0.1 -0.3 -69.7 -80.8 96 100
17/10/2008 10:21:52 0.8 -0.1 -03 -70.2 -79.8 102 100
17/10/2008 10:26:52 0.5 -0.1 -0.3 -70.3 -80.9 101 100
17/10/2008 10:31.52 0.5 -0.1 -0.3 -71.8 -80.9 101 100
17/10/2008 10:36:52 0.5 -0.1 -0.3 -70.6 -80.9 103 100
17/10/2008 10:41:52 0.6 -0.1 -0.3 -70.4 -80.9 96 100
17/10/2008 10:46:52 0.6 -0.1 -0.3 70.9 -814 102 100
17/10/2008 10:51:52 05 -0.1 -0.3 -68.9 -81.4 104 100
17/10/2008 10:56:52 0.3 -0.1 -0.3 -70.1 -81.4 100 100
17/10/2008 11:01:52 0.3 -0.1 -0.3 -68.6 -81.4 101 100
| Batch Neme:  AFDBPK201 o | Page9of19
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Auto Freeze Drying Process Report

| start Time: | 16/10/2008 0:41:52 | Product Quantity - 4815 ;
| End Time: | 18/10/2008 18:32:52 | Product Name: | Topotecan For Injection |
! Initiator | suP | Product Model: -
| Batch Name: | AFD8PK201 | Recipe Number: [ 25 ]
Step StepType  TE201A Control TE202 TE203 TE204  PTi01 Control
Date Time No. Temp. Vacuum
("C) ("C) ("C) (") ("C) (ubar)  (ubar)
17/10/2008 11:06:52 0.5 0.1 03 | -691 | -814 | 104 100
17/10/2008 11:11:52 03 -0.1 03 | -696 | -809 | 98 100
17/10/2008 11:16:52 06 0.1 03 | 696 | -809 | 103 100
17/10/2008 11:21:52 0.6 0.1 03 | -688 | -809 | 98 100
17/10/2008 11:26:52 0.2 0.1 0.3 | -700 | -808 | 102 100
17/10/2008 11:31:52 03 0.1 03 | 678 | -809 | 103 100
17/10/2008 11:36:52 05 0.1 03 | 688 | -809 | 100 100
17/10/2008 11:41:52 0.4 0.1 0.3 | 693 | -809 | 104 100
17/10/2008 11:46:52 0.4 01 03 | 686 |-809 | 9 100
17/10/2008 11:51:62 05 0.1 03 | -704 | -80.9 | 102 100
17/10/2008 11:56:52 0.5 0.1 03 | -704 | -80.9 | 102 100
17/10/2008 12:01:52 0.5 0.1 03 | -682 | -80.9 | 100 100
17/10/2008 12:06:52 05 01 03 | -701 | -814 | 104 700
17/10/2008 12:11:52 06 0.1 03 | -708 | -81.4 | 96 700
17/10/2008 12:16:52 06 0.1 03 | -723 | -814 | 102 100
17/10/2008 12:21:52 05 0.1 03 | -723 | -814 | 103 100
17/10/2008 12:26:52 05 04 03 | -726 | 819 | 99 100
17/10/2008 12:31:52 05 0.1 03 | -717 | 819 | 104 100
17/10/2008 12:36:52 05 0.1 03 | -710 | -819 | 96 100
17/10/2008 12:41:62 0.3 0.1 03 | 697 | -819 | 102 100
17/10/2008 12:46:52 03 0.1 03 | -712 | -818 | 103 100
{17710/2008 12:51:52 05 0.1 03 | -686 |-81.9 | 100 100
17/10/2008 12:56:62 0.4 0.1 03 |-702 | -819 | 104 100
17/10/2008 13:01:52 08 0.1 03 | -702 |-81.9 | 9% 100
17/10/2008 13:06:52 05 0.1 03 | -698 | -814 | 102 100
17/10/2008 13:11:52 0.5 0.1 03 | -702 | -809 | 103 100
17/10/2008 13:16:52 05 0.1 03 | -707 | -809 | 107 100
17/10/2008 13:21:52 0.3 01 03 | -70.7 | -80.9 | 104 100
17/10/2008 13:26:52 03 -0.1 03 | -704 | -814 | 98 100
17/10/2008 13:31:52 03 0.1 03 | -709 | -814 | 102 100
17/10/2008 13:36:52 05 0.1 03 | 685 | -81.4 | 104 100
17/10/2008 13:41:62 0.3 0.1 03 | 698 | -814 | 99 100
17/10/2008 13:46:52 05 01 03 |-716 | -814 | 102 100
17/10/2008 13:51:52 05 0.1 03 | -73.7 | -81.9 | 104 100
17/10/2008 13:56:52 0.3 0.1 03 | -764 | 819 | 99 100
17/10/2008 14:01:52 0.3 0.1 03 | -735 | -81.9 | 104 100
17/10/2008 14:06:52 04 0.1 03 | -730 | -818 | 9 100
17/10/2008 14:11:45 21 | Drying 0.6 01 0.1 701 | 814 | 102 80
17/10/2008 14:11:52 05 02 03 | -700 | -814 | 103 100
17/10/2008 14:16:52 49 5.2 29 699 | 814 | 79 80
17/10/2008 14:18:39 22 | Drying 6.4 7.0 54 696 | 814 | 84 80
17/10/2008 14:21:52 7.2 6.9 6.4 699 | -814 | 79 80
17/10/2008 14:26:52 7.2 6.9 64 696 | -809 | 85 80
17/10/2008 14:31:52 74 6.9 6.9 712 | -809 | 82 80
17/10/2008 14:36:52 75 6.9 6.9 694 | -814 |78 80
17/10/2008 14:41:52 7.3 6.9 69 705 | -81.4 | 61 80
17/10/2008 14:46:52 74 8.9 6.9 705 | 814 |85 80
17/10/2008 14:51:52 73 6.9 6.0 698 | -814 | 81 80
17/1072008 14:56:52 74 6.9 6.9 693 | 814 | 77 80
1771072008 15:01:52 75 6.9 6.9 703 | -814 | 83 80
17/10/2008 15:06:52 75 8.9 6.9 689 | 814 | 85 80
17/10/2008 15:11:62 73 69 ) 704 | -81.4 | 81 80
17/10/2008 15:16:52 75 6.9 6.9 714 | -809 | 79 80
17/10/2008 15:21:52 74 69 6.9 682 | 809 | 78 80
| BathName: AFDBPK20T  ~ | Pageioofts |
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Auto Freeze Drying Process Report

| start Time: ! 16/10/2008 0:41:52 | Product Quantity 4615 !
| End Time: | 18/10/2008 18:32:52 | Product Name: Topotecan For Injection
| Initlator i sup | Product Model: :
Batch Name: ! AFD8PK201 ' Reclpe Number: 25 x
Step Step Type TE201A Control TE202 TE203 TE204 PT101 Control
Date Time No. Temp. Vacuum
("C) ("G ("C) ("C) ("C) (ubar)  (ubar)
17/10/2008 15:26:52 72 6.9 6.9 -70.1 -80.9 85 80
17/10/2008 15:31:52 76 6.9 6.9 -70.1 -80.9 82 80
17/10/2008 15:36:52 7.2 6.9 6.9 -69.1 -80.9 80 80
17/10/2008 15:41:52 74 6.9 6.9 -70.2 -80.9 77 80
17/10/2008 15:46:52 74 6.9 6.9 -68.4 -80.9 78 80
17/10/2008 15:51:52 7.4 6.9 6.9 -70.1 -80.9 86 80
17/10/2008 15:56:52 7.4 8.9 8.8 -70.1 -80.8 85 80
17/10/2008 16:01:52 73 6.9 8.9 -71.3 -80.9 81 80
17/10/2008 16:06:52 7.2 6.9 8.9 -69.0 -80.9 78 80
17/10/2008 16:11:52 75 6.9 6.9 -70.3 -80.9 80 80
17/10/2008 16:16:52 73 6.9 6.9 -69.4 -80.4 85 80
17/10/2008 16:21:52 75 6.9 6.9 -71.0 -80.9 82 80
17/10/2008 16:26:52 7.3 6.9 6.9 -71.5 -80.9 80 80
17/10/2008 16:31:52 74 6.9 6.9 -69.4 -80.9 76 80
17/10/2008 16:38:52 7.5 6.9 6.9 -70.5 -80.9 86 80
17/10/2008 16:41:52 7.3 6.9 6.9 -711.0 -80.8 85 80
17/10/2008 16:46:52 7.3 6.2 6.9 -710 -80.9 82 80
17/10/2008 16:51:52 7.3 6.9 6.9 ~70.4 -80.9 80 80
17/10/2008 16:56:52 78 6.9 6.9 -71.5 -80.9 77 80
17/10/2008 17:01:52 72 6.9 6.9 -70.1 -80.9 84 80
17/10/2008 17:086:52 7.4 6.9 6.9 -70.6 -80.9 84 80
17/10/2008 17:11:52 74 6.9 6.9 -70.0 -80.9 82 80
17/10/2008 17:16:52 75 6.9 6.9 -70.5 -80.2 78 80
17/10/2008 17:18:52 23 | Drying 74 7.0 6.9 -69.8 -80.8 83 80
17/10/2008 17:21:52 10.3 10.0 9.0 -71.1 -80.9 77 80
17/10/2008 17:26:52 14.6 15.0 12.4 -72.4 -80.9 86 80
17/10/2008 17:26:58 24 | Drying 14.7 15.0 12.8 -72.5 -80.9 82 80
17/10/2008 17;31:52 15.4 15.0 14.8 -73.6 -80.9 83 80
17/10/2008 17:36:52 154 15.0 14.8 ~74.1 -80.9 80 80
17/10/2008 17:41:52 154 15.0 16.3 -76.0 -81.4 77 80
17/10/2008 17:46:52 15.5 15.0 15.3 -75.4 -81.4 81 80
17/10/2008 17:51:52 16.5 15.0 15.3 -754 -81.4 85 80
17/10/2008 17:56:52 16.2 15.0 15.3 -75.4 -81.4 85 80
17/10/2008 18:01:52 15.2 15.0 15.3 -70.5 -81.4 84 80
17/10/2008 18:06:52 15.4 16.0 15.3 -71.7 -81.4 82 80
17/10/2008 18:11:52 15.4 15.0 15.3 ~72.2 -81.4 79 80
17/10/2008 18:16:52 15.4 15.0 153 -71.7 -81.4 77 80
17/10/2008 18:21:52 154 15.0 15.3 -70.6 -81.4 76 80
17/10/2008 18:26:52 153 15.0 15.3 711 -81.4 81 80
17/10/2008 18:31:52 15.3 15.0 15.3 -70.5 -81.4 86 80
17/10/2008 18:36:52 15.3 15.0 15.3 ~70.0 -81.4 86 80
17/10/2008 18:41:52 16.5 16.0 15.3 -71.1 -81.4 183 80
17/10/2008 18:46:52 15.4 16.0 15.3 -69.3 -80.9 87 80
17/10/2008 18:51:52 15.5 15.0 16.3 -71.8 -80.9 84 80
17/10/2008 18:56:52 16.3 15.0 16.3 ~70.9 -81.4 84 80
17/10/2008 19:01:52 15.3 15.0 15.3 -70.2 -82.0 84 80
17/10/2008 19:08:52 15.5 15.0 15.3 -72.2 -82.5 82 80
17/10/2008 19:11:52 15.3 15.0 15.3 -72.2 -82.5 81 80
17/10/2008 19:16:52 15.3 15.0 16.3 -73.9 -B2.5 80 80
17/10/2008 19:21:52 15.4 15.0 15.3 -70.2 -82.5 79
17/10/2008 19:26:52 15.6 15.0 15.3 -70.8 -82.5 78 80
17/10/2008 19:31:52 15.5 15.0 16.3 -70.2 -82.5 78 80
17/10/2008 19:36:52 15.4 15.0 16.3 -71.2 -82.5 77 80
17/10/2008 19:41:52 15.7 15.0 16.3 -71.2 -82.5 76 80
| BatchName: AFD8PK201 | Paget1of19 |
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Auto Freeze Drying Process Report

| Start Time: | 16/10/2008 0:41:52 | Product Quantity | 4815 i
| End Time: | 18/10/2008 18:32:52 | Product Name: l Topotecan For Injection |
| Initiator i SUP : Product Model: i !
Batch Name: | AFD8PK201 | Reclpe Number: | 25 i
Step StepType  TE201A Controf TE202 TE203 TE204  PT101 Control
Date Time No. Temp. Vacuum
(") ('C) ('C) ("0 ("C) (ubar)  (ubar)
17/10/2008 19:46:52 153 | 150 | 153 | 696 | 820 | 76 80
17/10/2008 19:51:62 155 | 150 | 153 | -71.9 | -820 | 76 80
17/10/2008 19:56:52 155 | 150 | 153 | -71.1 | -820 | 80 80
17/10/2008 20:01:52 154 | 1560 | 153 | -701 | -820 | 79 80
17/10/2008 20:06:52 155 | 150 | 153 | -714 | -820 | 82 80
17/10/2008 20:11:52 153 | 150 | 163 | -724 | -820 | 86 80
17/10/2008 20:16:52 153 | 150 | 1563 | -724 | -82.0 | 86 80
17/10/2008 20:21:52 154 | 150 | 163 | -71.8 | -820 | 85 80
17/10/2008 20:26:52 153 | 150 | 153 | -71.4 | -81.5 | 64 80
17/10/2008 20:31:49 25 | Drying 162 | 1560 | 164 | -70.1 | -81.8 | 82 60
17/10/2008 20:31:52 154 | 161 | 153 | -70.2 | -815 | 63 80
17/10/2008 20:36:52 19.7 | 201 | 17.9 | -723 | -815 | 68 60
17/10/2008 20:41:52 241 | 251 | 235 | -736 | -815 | 66 60
17/10/2008 20:46:45 26 | Drying 205 | 300 | 284 | -752 | -81.7 | 59 60
17/10/2008 20:46:52 296 | 299 | 284 | -749 | -820 | 59 60
17/10/2008 20:51:52 302 | 209 | 311 | -749 | -820 | 63 60
17/10/2008 20:56:52 30.1 | 299 | 306 |-744 | -820 | 65 60
17/10/2008 21:01:52 301 | 299 | 306 | -723 | -820 | 62 60
17/10/2008 21:06:52 301 | 209 | 306 | -728 | -820 | 60 60
17/10/2008 21:11:52 304 | 2990 | 306 | -728 | -820 | 58 60
17/10/2008 21:16:52 304 | 299 | 314 | -738 | 820 | 58 60
17/10/2008 21:21:52 302 | 209 |311 | -7115 | -820 | 57 60
17/10/2008 21:26:52 305 | 299 |11 | -723 | 820 | 66 60
17/10/2008 21:31:52 303 | 299 | 311 | -723 | -820 | 57 [
17/10/2008 21:36:52 305 |209 |311 | -711.8 | -820 | 57 0
17/10/2008 21:41:52 304 | 2090 | 314 | -734 | -820 | 59 60
17/10/2008 21:46:52 305 | 299 | 311 | -704 | -820 | 61 60
17/10/2008 21:51:52 304 | 299 {311 | -716 | 815 | 63 60
17/10/2008 21:66:52 306 | 299 | 311 | -705 | -815 | 65 60
17/10/2008 22:01:52 304 | 209 | 314 | -717 | 815 | 66 60
17/10/2008 22:06:52 304 | 299 | 314 | -727 | -816 | 58 80
17/10/2008 22:11:52 302 | 209 |311 | -707 | -81.0 | 58 60
17/10/2008 22:16:52 304 | 209 | 311 |-720 |-815 | 59 80
17/10/2008 22:21:52 302 | 299 |311 | -725 |-815 | 62 60
17/10/2008 22:26:52 301 | 299 | 311 | -708 | -815 | 63 60
17/10/2008 22:31:62 304 | 299 |311 | -708 | -81.5 | 66 60
17/10/2008 22:36:52 304 | 299 | 314 | 698 | -815 | 162 60
17/10/2008 22:41:52 302 | 299 |311 |-715 | -81.0 | &1 60
17/10/2008 22:46:52 304 | 290 | 311 | -720 | 8156 | 61 60
17/10/2008 22:51:52 304 | 299 | 311 |-742 | 820 | 62 80
17/10/2008 22:56:52 302 | 299 | 314 | -747 | 820 | 62 60
17/10/2008 23:01:52 304 | 299 | 314 | -795 | -820 | 64 80
17/10/2008 23:06:52 304 | 209 |311 | -790 | -820 | 64 60
17/10/2008 23:11:52 306 | 299 |311 |-803 | -820 | 64 60
17/10/2008 23:16:52 305 | 299 [311 | -808 | -820 | 65 60
17/10/2008 23:21:52 304 | 299 |31 | -80.8 | -820 | 66 60
17/10/2008 23:26:52 305 | 299 | 311 | -814 | -820 | 65 60
17/10/2008 23:31:52 302 | 299 |311 | -825 | -820 | 66 80
17/10/2008 23:36:52 301 | 209 | 311 | -824 | -820 | 64 80
17/10/2008 23:41:52 306 | 209 | 311 | -819 | -820 | 64 60
17/10/2008 23:46:52 304 | 299 |311 | -814 | 820 | 64 60
17/10/2008 23:51:52 303 | 299 |311 | -818 | -820 | 63 60
17/10/2008 23:56:52 302 | 299 |314 | -823 | -81.56 | 63 60
18/10/2008 0:01:52 306 | 299 | 311 | -818 | -B20 | 62 60
" Batch Name:  AFD8PK201 |  Page 120f 19
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Auto Freeze Drying Process Report

| Start Time: | 18/10/2008 0:41:52 | Product Quantity 4815 '
| End Time: | 18/10/2008 18:32:52 | Product Name: Topotecan For Injection |
| Initiator | supP ! Product Model: | |
| Batch Name: | AFD8PK201 ‘ Recipe Number: 25 i
Step Step Type TE201A Control TE202 TE203 TE204 PT101 Control
Date Time No. Temp. Vacuum
('C) _ (C) ('C) _ (Q) ("C) (ubar)  (ubar)
18/10/2008 0:06:52 30.4 290.9 311 -82.3 -82.0 60 60
18/10/2008 0:11:52 30.4 29.9 31.1 -81.8 -82.0 60 60
18/10/2008 0:16:52 30.4 29.9 311 -81.3 -82.0 59 60
18/10/2008 0:21:52 306 29.9 311 -82.5 -82.0 58 60
18/10/2008 0:26:52 30.6 299 311 -81.3 -82.0 61 60
18/10/2008 0:31:52 304 29.9 311 -81.4 -82.0 66 60
18/10/2008 0:36:52 30.2 289 311 -81.4 -82.5 65 60
18/10/2008 0:41:52 30.2 29.9 311 -81.4 -83.0 64 60
18/10/2008 0:46:52 304 29.9 31.1 -82.0 -83.0 61 60
18/10/2008 0:51:52 30.5 29.9 3114 -82.0 -82.6 57 60
18/10/2008 0:66:52 30.2 29.9 31.1 -82.0 -82.5 64 60
18/10/2008 1:01:52 30.1 29.9 311 -82.6 -81.9 64 60
18/10/2008 1:06:52 30.6 29.9 311 -82.6 -81.8 61 60
18/10/2008 1:11:52 30.4 29.9 311 -81.8 -82.3 58 60
18/10/2008 1:16:52 30.2 29.9 31.1 -82.3 -82.3 67 60
18/10/2008 1:21:52 30.4 299 311 -81.7 -82.8 66 60
18/10/2008 1:26:52 304 2.9 311 -81.7 -82.8 60 60
18/10/2008 1:31:52 304 29.9 311 -81.8 -82.8 57 60
18/10/2008 1:36:52 304 29.9 311 -81.8 -82.8 66 60
18/10/2008 1:41:52 30.1 29.9 31.1 -82.4 -82.8 83 60
18/10/2008 1:46:52 30.6 29.9 311 -82.9 -82.8 58 60
18/10/2008 1:51:52 304 299 31.1 -81.9 -82.8 63 60
18/10/2008 1:56:52 30.3 20.9 31.1 -81.6 -82.8 B84 60
18/10/2008 2:01:52 30.3 29.9 311 -81.1 -82.8 61 60
18/10/2008 2:08:52 304 29.9 311 -81.1 -82.8 56 60
18/10/2008 2:11:52 30.1 29.9 311 -80.8 -82.8 66 60
18/10/2008 2:16:52 304 299 311 -81.4 -82.8 62 60
18/10/2008 2:21:52 304 299 311 -81.4 -82.8 57 60
18/10/2008 2:26:52 304 29.9 311 -80.5 -82.3 66 60
18/10/2008 2:31:52 30.2 29.9 314 -81.1 -82.3 63 60
18/10/2008 2:38:52 303 29.9 311 -81.7 -82.3 58 60
18/10/2008 2:41:52 304 29.9 3141 -80.9 -82.3 66 60
18/10/2008 2:46:52 304 299 311 -814 -82.3 83 60
18/10/2008 2:51:52 30.2 29.9 31.1 -81.9 -82.3 59 60
18/10/2008 2:56:52 30.1 209 311 -81.4 -82.3 67 60
18/10/2008 3:01:52 30.4 29.9 311 -81.3 -82.3 63 60
18/10/2008 3:06:52 30.4 29.9 31.1 -81.3 -82.3 57 60
18/10/2008 3:11:52 30.3 29.9 311 -81.8 -82.3 66 60
18/10/2008 3:16:52 305 299 311 -B2.4 -82.3 62 60
18/10/2008 3:21:52 30.4 29.9 311 -82.3 -82.3 57 60
18/10/2008 3:26:52 30.2 29.9 31.1 -82.3 -82.3 85 60
18/10/2008 3:31:52 30.1 29.9 311 -82.3 -82.3 61 60
18/10/2008 3:36:52 30.6 29.9 31.1 -82.3 -82.3 59 60
18/10/2008 3:41:52 304 29.9 311 -82.3 -82.3 64 60
18/10/2008 3:46:52 30.1 29.9 311 -82.3 -82.8 59 60
18/10/2008 3:51:52 30.5 20.9 31.1 -82.3 -82.8 67 60
18/10/2008 3:56:52 30.3 299 311 -81.8 -82.8 62 60
18/10/2008 4:01:52 30.2 29.9 311 -82.3 -82.8 57 60
18/10/2008 4:08:52 30.4 29.9 31.1 -82.3 -82.8 65 80
18/10/2008 4:11:52 304 29.9 311 -82.3 -82.8 59 60
18/10/2008 4:16:52 30.1 299 [ 311 823 | -828 | 83 60
18/10/2008 4:21:52 304 |[299 311 -788 | -828 | &3 60
18/10/2008 4:26:52 304 29.9 311 -80.0 -82.8 58 60
18/10/2008 4:31:52 304 [299 | 314 -80.1 | -828 | 66 60
| ~Batch Name: ~ AFDBPK201 i | Pagetdofte |
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Auto Freeze Drying Process Report

| Start Time: | 16/10/2008 0:41:52 | Product Quantity 4615
| End Time: | 18/10/2008 18:32:52 . Product Name: Topotecan For Injection |
| Initiator | suP | Product Modol: |
' Batch Name: | AFD8PK201 | Recipe Number: 25 !
Step Step Type TE201A Control TE202 TE203 TE204 PT101 Control
Date Time No. Temp. Vacuum
("¢) ("0 (\C) _('C) _ ('C) _ (ubar) (ubar)
18/10/2008 4:36:52 302 | 299 |31 |-813 | -833 | 60 60
18/10/2008 4:41:52 305 | 2090 |311 | -814 | 828 | 61 60
18/10/2008 4:46:52 304 | 299 |311 |-809 | -828 | 64 60
18/10/2008 4:51:52 304 | 29090 | 311 |-816 | -828 | 58 60
18/10/2008 4:52:38 27 | Drying 304 [300 [310 [-817 [-827 |81 60
18/10/2608 4:56:52 331 | 341 | 334 | -827 | -828 | 67 60
18/10/2008 5:01:52 391 | 392 | 386 |-832 | -828 | 62 60
18/10/2008 5:06:52 433 | 442 | 427 | -837 | -828 | 59 60
18/10/2008 5:07:40 28 | Drying 448 | 450 | 442 | -840 | -829 | 62 60
18/10/2008 5:11:52 450 | 450 | 464 | -831 | -828 | 58 60
18/10/2008 5:16:52 453 | 450 | 464 | -812 | -828 | 59 60
18/10/2008 5:21:52 451 45.0 46.4 -818 | -828 64 80
18/10/2008 5:26:62 451 | 450 | 464 | -828 | -828 | 62 60
18/10/2008 5:31:52 451 | 450 | 464 | -833 | -828 | 63 60
18/10/2008 5:36:52 453 | 450 | 464 | -83.3 | -82.3 | 59 60
18/10/2008 5:41:52 452 | 450 | 464 | -83.3 | -82.3 | 65 60
18/10/2008 65:46:52 453 | 450 | 464 | -63.3 | -823 | 66 80
18/10/2008 55152 454 | 450 | 46.4 | -83.3 | -82.3 | 66 60
18/10/2008 5:56:52 454 | 450 | 464 | -838 | -82.3 | 65 60
18/10/2008 6:01:52 454 | 450 | 464 | -838 | -82.3 | 66 60
18/10/2008 6:06:52 449 | 450 | 455 | -838 | -823 | 66 60
18/10/2008 6:11:52 444 | 450 | 465 | -820 | -823 | 66 60
18/10/2008 6:16:52 4486 | 450 | 466 | -78.7 | -82.3 | 66 60
18/10/2008 6:21:52 459 | 450 | 46.2 | -771 | -823 | 66 80
18/10/2008 6:26:52 454 | 450 | 461 | -77.1 | -823 | 66 80
18/10/2008 6:31:52 443 | 450 | 467 | -776 | 823 | 66 [
18/10/2008 6:36:52 453 | 450 | 468 | -771 | 823 | 68 50
18/10/2008 6:41:52 458 | 450 | 456 | -766 | -81.8 | 66 60
18/10/2008 6:46:52 448 | 450 | 457 | 771 | -81.8 | 66 60
18/10/2008 6:51:52 44.5 45.0 46.8 -77.0 -81.8 64 60
18/10/2008 6:56:52 459 | 450 |462 | -761 | -81.8 | 63 60
18/10/2008 7:01:52 449 | 450 | 455 | -766 | 818 | 62 60
18/10/2008 7:06:52 451 | 450 | 468 |-755 | -818 | 60 60
18/10/2008 7:11:52 453 | 450 | 468 | -770 | -818 | 67 60
18/10/2008 7:16:52 453 | 450 | 468 | -7841 | -81.3 | 67 60
18/10/2008 7:21:52 453 | 450 | 468 | -781 | -81.3 | 66 60
18/10/2008 7:26:52 455 | 450 | 468 | -798 | -81.3 | 63 60
18/10/2008 7:31:52 453 | 450 | 468 | -798 | -81.3 | 60
18/10/2008 7:36:52 452 | 450 | 468 | -81.3 | -823 | 64 60
18/10/2008 7:41:52 453 | 450 | 468 |-818 | -828 | 65 60
18/10/2008 7:46:52 454 | 450 | 468 | -80.7 | -828 | 60 80
18/10/2008 7:51:52 459 | 450 | 466 | -80.7 | -828 | 60 60
18/10/2008 7:56:52 453 | 450 | 467 |-802 | -828 | 64 60
18/10/2008 8:01:52 454 | 450 | 467 | -81.3 | -828 | 59 60
18/10/2008 8:06:52 454 | 450 | 467 | -818 | -828 | 67 60
18/10/2008 8:11:52 451 | 450 | 467 | -818 | -828 | 62 60
18/10/2008 8:16:52 454 | 450 | 46.7 | -81.7 | -82.8 | 61 60
18/10/2008 8:21:52 456 | 450 | 467 | -812 | -828 | 63 60
18/10/2008 8:26:52 455 | 450 | 467 | -812 | -828 | 56 60
18/10/2008 8:31:52 453 | 450 | 467 | -80.7 | -82.1 | 158 60
18/10/2008 8:36:52 449 | 450 | 467 | -804 | -813 | 102 80
18/10/2008 B:41:52 453 | 450 | 468 | -814 | -81.3 | 57 60
18/10/2008 8:46:52 454 | 460 | 468 | -81.9 | -81.8 | 62 60
18/10/2008 8:51:52 454 | 450 | 468 | -824 | -816 | 66 [
Batch Name:  AFDBPK201 } | Pageisofie |



Auto Freeze Drying Process Report

| start Time: [ 16/10/2008 0:41:52 | Product Quantity | 4815 ;
End Time: | 18/10/2008 18:32:52 | Product Name: | Topotecan For Injection |
| Initiator | suP | Product Model: i
S Batch Name: | AFDBPK201 , Recipe Number: | 25 f
Step Step Type TE201A Control TE202 TE203 TE204  PT101 Control
Date Time No. Temp. Vacuum
("C)  ("C) ("¢ (0 ('C) (ubar)  (ubar)
18/10/2008 8:56:52 454 | 450 | 468 | -814 | -816 | 57 60
18/10/2008 9:01:52 454 | 450 | 468 | -81.3 | -816 | 60 60
18/10/2008 9:06:52 455 | 450 |468 | -818 | -81.2 | 63 60
18/10/2008 9:11:52 454 | 450 | 468 | -81.8 | -81.2 | 67 60
18/10/2008 9:16:52 452 | 460 | 468 | -81.2 | -81.2 | 56 60
18/10/2008 9:21:52 454 | 450 | 468 | -822 | -822 | 69 60
18/10/2008 9:26:52 453 | 450 | 468 | -82.7 | -8B2.2 | 61 60
18/10/2008 9:31:52 455 | 450 | 468 | -822 | -82.7 | 64 80
18/10/2008 9:36:52 454 | 450 | 468 | -82.2 | -82.7 | 66 60
18/10/2008 9:41:52 456 | 450 | 468 | -82.7 | -83.2 | 66 60
18/10/2008 9:46:52 454 | 450 | 468 | -81.7 | -826 | 56 60
18/10/2008 9:51:52 454 | 450 | 468 | -81.7 | -826 | 58 [
18/10/2008 9:56:52 455 | 450 | 468 | -82.2 | -825 | 58 60
18/10/2008 10:01:52 457 | 450 | 468 | -82.2 | -8256 | 60 60
18/10/2008 10:06:52 458 | 450 | 46.8 | -82.7 | -825 | 61 60
18/10/2008 10:11:62 4598 | 450 | 468 | -827 | -825 | 61 60
18/10/2008 10:16:52 460 | 450 | 473 | -827 | -835 | 62 60
18/10/2008 10:21:52 461 | 450 | 47.3 | -827 | -840 | 63 60
18/10/2008 10:26:52 463 | 450 | 473 | -82.7 | -840 | 65 60
18/10/2008 10:31:52 464 | 450 | 473 | -827 | -840 | 65 60
18/10/2008 10:36:52 465 | 450 | 478 | -822 | -840 | 66 60
18/10/2008 10:41:52 466 | 450 | 478 | -82.2 | -840 | 66 60
18/10/2008 10:46:52 468 | 450 | 478 | -81.7 | -840 | 64 60
18/10/2008 10:51:52 474 | 450 | 47.8 | -81.7 | -835 | 57 60
18/10/2008 10:56:52 470 | 450 | 483 | -81.7 | -83.0 | 57
18/10/2008 11:01:52 474 | 450 | 483 | -81.2 | -830 | 58
18/10/2008 11:06:52 473 1450 [483 |[-812 |-830 |59
18/10/2008 11:11:52 474 | 450 |483 | -812 |-830 |60 60
18/10/2008 11:16:52 474 | 450 | 488 | -80.7 | -83.0 | 64 60
18/10/2008 11:21:62 47.7 | 450 | 488 | -80.7 | -825 | 62 60
18/10/2008 11:26:52 478 | 460 | 488 | -80.7 | -825 | 62 60
18/10/2008 11:31:52 478 | 450 | 488 | -80.2 | -83.0 | 63 60
18/10/2008 11:36:52 478 | 450 | 488 | -802 | -83.0 | 64 60
18/10/2008 11:41:52 478 | 450 |493 | -802 | -830 | 65 60
18/10/2008 11:46:52 481 | 450 | 493 | -79.7 | -830 | 65 80
18/10/2008 11:61:52 481 | 450 |493 | -79.7 | -830 | 66 60
18/10/2008 11:56:52 482 | 450 | 493 | -19.7 | -825 | 66 60
18/10/2008 12:01:52 484 | 450 | 493 | -79.7 | -825 | 66 60
18/10/2008 12:06:52 484 | 450 | 493 | -79.7 | -8256 | 61 60
18/10/2008 12:11:52 484 | 450 | 498 | -792 | 825 | 56 60
18/10/2008 12:16:52 486 | 450 | 49.8 | -792 | -825 | 56 60
18/10/2008 12:21:52 486 | 450 | 498 | -792 | -820 | 57 60
18/10/2008 12:26:52 488 | 450 | 498 | -7187 | -81.0 | 58 60
18/10/2008 12:31:52 489 | 450 | 498 | -787 | -82.1 | 57 60
18/10/2008 12:36:52 489 | 450 |50.3 | -78.7 | -82.1 | 58 60
18/10/2008 12:41:52 489 | 450 | 503 | -78.7 | -821 | 58 60
18/10/2008 12:46:52 490 | 450 | 503 | -782 | -826 | 58 60
18/10/2008 12:51:52 492 | 450 | 503 | -782 | -826 | 60 60
18/10/2008 12:56:52 493 | 450 | 50.8 | -782 | -826 | 58 60
18/10/2008 13:01:52 493 | 450 | 508 | -78.2 | -826 | 59 60
18/10/2008 13.06:52 495 | 450 | 50.8 | -78.2 | -82.6 | 58 60
18/10/2008 13:11:52 495 | 450 | 508 | -78.2 | 826 | 68 60
18/10/2008 13:16:52 49.7 | 450 | 650.8 | -77.7 | -826 | 67 60
18/10/2008 13:21:52 498 | 450 | 513 | -77.7 | -826 | 57 60
| BatchName: AFD8PK201 ' - 1 Pagetsofie |
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Auto Freeze Drying Process Report

Start Time: 16/10/2008 0:41:52 | Product Quantity 4615
| End Time: | 18/10/2008 18:32:52 | Product Name: Topotecan For Injection
| initiator | suP | Product Modet: i
| Batch Name: | AFD8PK201 | Recipe Number: 25 |

Step Step Type TE201A Control TE202 TE203 TE204 PT101 Controf

Date Time No. Temp. Vacuum

('C) _("C) ('c¢) _(©) ("C) (ubar)  (ubar)
18/10/2008 13:26:52 50.0 45,0 513 -17.7 -82.6 57 60
18/10/2008 13:31:52 50.0 45.0 51.3 -77.7 -82.1 56 60
18/10/2008 13:36:52 50.2 45.0 51.3 -77.7 -82.1 58 80
18/10/2008 13:41:52 50.2 45.0 513 -77.7 -82.1 63 80
18/10/2008 13:46:52 50.3 45.0 51.8 -17.7 -82.1 66 60
18/10/2008 13:51:52 50.4 45.0 51.8 -77.2 -82.1 66 60
18/10/2008 13:56:52 50.5 45.0 51.8 -77.2 -82.1 65 60
18/10/2008 14:01:52 50.6 45.0 51.8 -77.2 -82.1 63 60
18/10/2008 14:08:52 49.6 45.0 51.8 -77.2 -82.1 117 60
18/10/2008 14:11:52 48.0 45.0 50.0 -77.2 -81.6 66 60
18/10/2008 14:16:52 46.9 45.0 48.8 ~17.2 -81.6 64 60
18/10/2008 14:21:52 45.7 45.0 473 -77.2 -81.6 61 60
18/10/2008 14:26:52 45.4 45.0 46.8 -67.1 -81.6 59 60
18/10/2008 14:31:52 45.5 45.0 468 -72.1 -82.1 65 80
18/10/2008 14:36:52 45.7 45.0 46.8 -75.4 -82.1 64 80
18/10/2008 14:41:52 45.9 45.0 46.8 -75.8 -82.1 58 60
18/10/2008 14:46:52 46.0 45.0 473 -75.9 -82.1 66 60
18/10/2008 14:51:52 48.2 45.0 47.3 -75.9 -82.1 62 60
18/10/2008 14:56:52 48.4 45.0 473 -75.9 -82.1 57 60
18/10/2008 15:01:52 46.6 45.0 478 -75.9 -82.1 65 60
18/10/2008 15:06:52 48.6 45.0 478 -75.9 -82.1 59 80
18/10/2008 15:11:52 46.8 45.0 478 -75.9 -82.1 66 80
18/10/2008 15:16:52 46.9 45.0 48.3 -75.9 -81.6 61 60
18/10/2008 15:21:52 47.1 45.0 48.3 -759 | -816 | 62 60
18/10/2008 15:26:52 47.2 45.0 48.3 -75.9 -81.6 63 60
18/10/2008 15:31:52 474 45.0 48.3 -75.9 -81.8 58 60
18/10/2008 15:36:52 474 45.0 48.8 -75.9 -82.1 63 60
18/10/2008 15:41:52 47.6 45.0 48.8 -75.9 -82.1 57 60
18/10/2008 15:46:52 47.8 45.0 48.8 -75.9 -82.1 63 80
18/10/2008 15:51:52 48.0 45.0 49.3 -75.9 -82.1 57 60
18/10/2008 15:56:52 48.1 45.0 49.3 ~75.9 -82.6 65 60
18/10/2008 16:01:52 48.1 45.0 493 -75.8 -82.1 57 60
18/10/2008 16:06:52 483 45.0 49.3 -75.9 -82.1 65 60
18/10/2008 16:11:52 484 45.0 49.8 -75.9 -82.1 58 60
18/10/2008 16:16:52 48.5 45.0 49.8 -75.9 -82.1 66 60
18/10/2008 16:21:52 48.7 45,0 49.8 -75.9 -82.1 58 60
18/10/2008 16:26:52 48.8 45.0 49.8 -75.9 -82.1 66 60
18/10/2008 16:31:52 49.0 45.0 498 -75.9 -82.1 60 60
18/10/2008 16:36:52 49.0 45.0 50.3 -75.9 -82.1 66 60
18/10/2008 16:41:52 49.0 45.0 50.3 -75.9 -82.1 60 60
18/10/2008 16:46:52 49.2 45.0 50.3 -75.9 -82.1 66 60
18/10/2008 16:51:52 49.3 45.0 50.8 -759 | -82.1 61 80
18/10/2008 16:56:52 49.5 45.0 50.8 -75.9 -82.1 66 60
18/10/2008 17:01:52 49.6 45.0 50.8 -75.9 -82.1 61 60
18/10/2008 17:06:52 49.6 45.0 50.8 -75.9 -81.6 61 80
18/10/2008 17:11:52 49.7 45.0 50.8 -75.9 -81.8 63 60
18/10/2008 17:16:52 49.8 450 51.3 -75.9 -81.6 58 60
18/10/2008 17:21:52 50.2 45.0 51.3 -75.9 -81.6 63 60
18/10/2008 17:26:52 496 45.0 51.3 -75.9 -81.6 66 60
18/10/2008 17:31:52 48.9 45.0 508 -75.9 -81.6 91 60
18/10/2008 17:36:52 48.0 45.0 48.8 -75.8 -81.6 60 60
18/10/2008 17:41:52 46.7 45.0 48.6 -75.9 -82.1 66 60
18/10/2008 17:44:17 29 | Moisture Test| 46.0 45.0 476 -75.9 -82.1 63 60

18/10/2008 17:45:33 30 | Pre-Aeration | 45.6 45.0 474 ~75.9 -82.1 183 -
Batch Name:  AFDBPK201 | Page160f 19



Auto Freeze Drying Process Report

| Start Time: [ 16/10/2008 0:41:52 | Product Quantity | 4615 i
l' End Time: i 18/10/2008 18:32:52 | Product Name: ! Topotecan For Injection |
| Initiater | sup | Product Model: | f
Batch Name: | AFDBPK201 | Recipe Number: | 25 }
Step Step Type TE201A Control TE202 TE203 TE204  PT101 Control
Date Time No. Temp. Vacuum
('C) _ ("C) ('c) _(C) ('C) {ubar)  (ubar)
18/10/2008 17:46:52 451 | 450 | 456 | -751 | -66.4 | 1000 -
18/10/2008 17:51:52 449 | 450 [ 464 | -701 | -60.3 | 1000 -
18/10/2008 17:56:52 451 | 450 |[464 | -643 |-579 | 1000 -
18/10/2008 18:01:52 450 | 450 |464 | -60.2 | -56.4 | 1000 -
18/10/2008 18:02:58 31 | Stoppering | 452 | 450 | 463 | 507 | -56.9 | 1000 -
18/10/2008 18:06:16 32 | Aeration 449 450 | 463 |-580 |-559 | 1000 -
18/10/2008 18:06:52 449 |450 |[464 |-577 |[-553 [ 1000 -
18/10/2008 18:11:52 451 | 450 [464 | -492 |-513 | 1000 -
18/10/2008 18:16:00 33 | Storage 449 |450 |[463 |-384 [ -453 [ 1000 -
18/10/2008 18:16:52 441 | 250 | 464 | -380 | -44.1 | 1000 -
18/10/2008 18:21:52 376 | 250 | 400 | -358 | -40.9 | 1000 -
18/10/2008 18:32:52 257 [ 250 [275 [-31.0 [-340 [ 1000 -

" Batch Name:  AFDBPK201
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Auto Freeze Drying Process Report

| Start Time: | 18/10/2008 0:41:52 | Product Quantity | 4815 i

| End Time: | 18/10/2008 18:32:52 | Product Name: ! Topotecan For Injection !

| Initiator i suP | Product Model: | B

| Batch Name: |  AFD8PK201 | Recipe Number: | 25 i}
Date Time Description

Alarm: Total: 91
16/10/2008 4.09:19

Circulation pump 1 failure

16/10/2008 4.09:23 Circulation pump 2 faliure
16/10/2008 4:09:30 Compressor 1 failure
16/10/2008 4:09:40 Compressor 2 failure

16/10/2008 4:10:37
16/10/2008 4:10:37
16/10/2008 6:07:53
16/10/2008 6:07:53
16/10/2008 6:08:00
16/10/2008 6:08:17
16/10/2008 6:08:17
16/10/2008 7:30:01
16/10/2008 7:30:11
16/10/2008 7:54:13
16/10/2008 8:13:33
16/10/2008 8:20:28
16/10/2008 8:25:23

Compressor 1 cooling water low flowrate
Compressor 2 cooling water low flowrate
Circulation pump 2 failure

Circulation pump 1 failure

Compressor 1 failure

Compressor 1 cooling water low flowrate
Compressor 2 cooling water low flowrate
Vacuum pump 1 failure

PT301 pump vacuum probe fail

Vacuum fess than low limit

Vacuum failure pre-alarm

Vacuum less than low limit

Vacuum less than tow limit

16/10/2008 8:32:14 FV5 gas bleed bypass valve falil
16/10/2008 8:32:25 FV5 gas bleed bypass valve fall
16/10/2008 8:33:39 FV5 gas bleed bypass valve fail
16/10/2008 8:34:07 Vacuum failure pre-alarm

16/10/2008 8:34:10
16/10/2008 8:38:38
16/10/2008 8:44:11
16/10/2008 B8:44:18
16/10/2008 8:49:05

Vacuum failure alarm
Vacuum less than low limit
Vacuum fallure pre-atarm
Vacuum failure alarm
Vacuum less than low limit

16/10/2008 9:14:25 FV5 gas bleed bypass valve fail
16/10/2008 9:14:45 Vacuum fallure pre-alarm
16/10/2008 9:14:45 Vacuum failure alarm

16/10/2008 9:46:43
16/10/2008 ©:49:34
16/10/2008 9:52:29
16/10/2008 9:54:51
16/10/2008 18:33:57
16/10/2008 18:33:57
16/10/2008 18:33:57
16/10/2008 18:33:57
16/10/2008 18:33:57
16/10/2008 18:34:07
16/10/2008 18:34:14
16/10/2008 18:35:29
16/10/2008 18:41:57
16/10/2008 18:45:29
16/10/2008 22:34:52
16/10/2008 22:34:52
16/10/2008 22:34:52
16/10/2008 22:34:52
16/10/2008 22:34:56
16/10/2008 22:35:03
16/10/2008 22:35:11
16/10/2008 22:35:40
16/10/2008 22:35:40
16/10/2008 22:37:07
17/10/2008 18:39:24
17/10/2008 18:39:28
17/10/2008 18:39:28

| Betch Namo:  AFDSPKOY

Vacuum less than low fimit
Vacuum failure pre-alarm
Vacuum less than low limit
Vacuum failure pre-alarm
FV25 filter isolation valve fail
Circulation pump 2 failure
Circulation pump 1 fallure

FV4 aerate isolation valve fail
FV28 chamber inlet valve 1 fail
Compressor 2 failure
Compressor 1 fallure

Vacuum failure pre-alarm
Vacuum less than low limit
Vacuum failure pre-alarm
FV25 filter isolation valve fail
Circutation pump 1 failure

FV4 gerate isolation valve fail
FV28 chamber inlet vaive 1 fail
Circulation pump 2 failure
Compressor 1 failure
Compressor 2 failure
Compressor 1 cooling water low flowrate
Compressor 2 cooling water low flowrate
Vacuum failure pre-alarm
Circulation pump 1 failure
FV25 filter isolation valve fail
Circulation pump 2 failure
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=2 Drying Process Report

13 0:41:52 Product Quantity

| Start Time: [ 4 U 4615 i
| End Time: | 16/10/2008 18:32:52 | Product Name: Topotecan For Injection |
. Initiator SUP | Product Model: f
! Batch Name: AFD8PK201 | Recipe Number: 25 i

Date Time Description

17/10/2008 18:39:28 FV4 aerate isolation vaive fail

17/10/2008 18:39:28 FV28 chamber inlet vaive 1 fail

17/10/2008 18:39:37 Compressor 1 fallure

17/10/2008 18:39:46 Compressor 2 failure

17/10/2008 18:40:04 Compressor 1 cooling water low flowrate

17/10/2008 18:40:04 Compressor 2 cooling water low flowrate

17/10/2008 18:42:08 Vacuum failure pre-alarm

17/10/2008 22:34:14 FV25 fitter isolation vaive fail

17/10/2008 22:34:14 Circulation pump 1 failure

17/10/2008 22:34:14 FV4 aerate Isolation valve fail

17/10/2008 22:34:14 FV29 chamber inlet valve 1 fail

17/10/2008 22:34:19 Circulation pump 2 failure

17/10/2008 22:34:23 Compressor 2 failure

17/10/2008 22:34:36 Compressor 1 failure

17/10/2008 22:34:59 Compressor 1 cooling water low flowrate

17/10/2008 22:34:59 Compressor 2 cooling water low flowrate

17/10/2008 22:36:54 Vacuum fallure pre-alarm

18/10/2008 8:28:43 FV25 filter isolation valve fall

18/10/2008 8:28:43 Circulation pump 2 failure

18/10/2008 8:28:43 Circuiation pump 1 failure

18/10/2008 8:28:43 FV4 aerate Isolation valve fail

18/10/2008 8:28:43 FV29 chamber inlet valve 1 fail

18/10/2008 8:28:52 Compressor 1 failure

18/10/2008 8:29:05 Compressor 2 failure

18/10/2008 8:31:06 Compressor 1 cooling water low flowrate

18/10/2008 8:31:06 Comprassor 2 cooling water low flowrate

18/10/2008 8:32:35 Vacuum failure pre-alarm

18/10/2008 13:25:34 Shelf temperature high deviation

18/10/2008 14:02:28 Circulation pump 1 failure

18/10/2008 14:02:32 FV25 fiiter isolation valve fail

18/10/2008 14:02:32 FV29 chamber inlet vaive 1 fail

18/10/2008 14:03:44 Vacuum failure pre-alarm

18/10/2008 17:25:04 Circulation pump 1 failure

18/10/2008 17:25:04 FV29 chamber inlet valve 1 fail

18/10/2008 17:27:04 Vacuum failure pre-alarm

Events: Total: 1

18/10/2008 17:45:42 Pressure rise test passed.

_Batch Name:  AFDBPK201

The final chamber vacuum rise in this test is :Subar

Page 19 of 19
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M*bun_ Batch Filling Record (Part-A) Page 39 of 46
PHARMA
PLANT-I1, BADDI
Product Name Topotecan for Injection 4 mg (base)/vial
Batch Number LPKLO|
Batch size 12L Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00

9.3 STERILIZATION OF ALUMINUM FLIP-OFF OVER SEALS AS PER SOP No. SOP/CSP/037:

QA Signature ‘i

>

Cycle started at: _i§ ! 89 Cycle Completed at: /&' 49
i Sterilization Hold
faad Load No.of Tot?ll qty of aluminum T Done | Ckd.
Date N Pattern flip off Over seals. ime 7 i
0. No. Bags by By
From To
Ifofog | 04 6 bl 6298 7y | 1% e (G
(Graph attached on the reverse side of page No.: G )
9.4 STORAGE OF STERILIZED ALUMINUM FLIP-OFF OVER SEALS:
(NMT 48 HOURS AFTER STERILIZATION):
Eq. Id. | Storage Time* | Done |  Ckd.
Procedure No. SOP No. Date r— To by** By
Store the sterilized aluminum [7/r0fo8 [18:50| — lohen ¥
flip-off over seals under LAF  |CS P/og < | SOP/CSP/072
= - et
in cooling zone. I%/Io/o@ | 14120 | @/
* Hold time starts after completion of sterilization and completes at the end of sealing.
9.5 TRANSFER OF STERILIZED ALUMINUM FLIP-OFF OVER SEALS:
Time Done #
Procedure Eq. Id. No. Date Erem To by™* Ckd. By
Transfer the sterilized aluminum flip-
off over seals from cool zone to vial >3
washing area through the corridorin | . . 5 _ 5 ' %
closed material transfer trolley. CsPlo3o |8 [rofof [16:00 |/6:32 | gt
Load the sterilized aluminum flip-off
over seals to the hopper of the sealing
Lgachine inside the unloading cRAB
Production
Form No.: SOP/QAD/038-02 Rev. 00 CONFIDENTIAL .




0 Batch Filling Record (Part-A) Page 40 of 46
PHARNA
PLANT-II, BADDI
Product Name Topotecan for Injection 4 mg (base)/vial
Batch Number 8Pk Lol
Batch size 12L Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00

10.0 CLEANING OF UNLOADING cRAB AND SEALING MACHINE:
10.1 Cleaning of sealing Unloading cRAB is done as per SOP No. SOP/CSP/111.
Cleaning completed at: /"7 ! 1p

Cleaning started at: _/7:¢(

Date: /&/io/o&

==

S.No. | Equipment Name Equip};x:)ent Id. l[)’?::;::ts Blav:)ch Time Do '}#e Ck ,,d,;
2 . From To
Name By By
.| Unloading cRAB CSP/030 . Tas _ o | P Qjﬂ
- REp Tainl (P00 | 1708 R b i
2. | Sealing machine CSP/171 A Tl = : o w X
: peazin 116 | 13230 | | b
10.2 UNLOADING AND SEALING OF LYOPHILIZED VIALS:
10.3 LINE CLEARANCE:
= Previous Product 4
Step Equipment Ckd. | Verified
Checks SOP No. Date
No. LD Product | o obna, | BY™ | by™
Name
Line — —
Clearance of ) G g
1 Sealing CSP/030 SOP/QAD/053 }@//e/pg R & D Thud ) ,\{@ /‘\
Unloading Bafeh %\\,\v& = 5\["
cRAB i
Line RAD Tl
Clearance of y : e - ; M
¢ o
2. Sealing CSP/171 SOP/QAD/053  |I8/mw/r§ Bateh %@t \@
machine
* Production “FIPQA
Form No.: SOP/QAD/038-02 Rev. 00 CONFIDENTIAL

QA Signature 4
L
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PiHiARMA

PLANT-II, BADDI

Batch Filling Record (Part-A)

Page 41 of 46

Product

Name

Topotecan for Injection 4 mg (base)/vial

Batch Number 8 Pt X o,
Batch size 12L Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00
10.4 UNLOADING AND SEALING OF LYOPHILIZED VIALS:
Sealing started at: _ 11y §™ . Sealing completed at: 2 1108,
Step Time : Done | Ckd.
No. Checks SOP No. w To Observations By” By”
Note the reading of AP across
1 magnehelic gauge over SOP/CSP/111 | {941 |1 a1y HEPA ( v b 5
unloading cRAB. " | (mmof WC) fevd 1€
Check the in process
sealing quality of sealed :
vials from each sealing [0uf. | omos VialNo. @D’ﬁ""f‘ @/
head (2 vials) at Start and 1. 0K /NOTOK
2 | Endof sealing (during S 2. 0K/ NOFOR ()t
process every 30 min.)
and record the details in
table 10.5.

10.5 IN PROCESS SEALING QUALITY CHECK
Frequency: Start and End of filling (during process every 30 min.)

Date: [ R/ 1b] o}

Time
Checks
Pl [ Doh ] doluf \\
Sealing :'JCrimpin? ok ol ol , -
quality Q0SE seals ‘\J |‘ J o\) ‘A N.'J \
\ A \
Ckd. By™ @ 2 @
Checks Lrmg
s /N
Sealing | *Crimping "7 A
quality | Loose seals e~
Ckd. By"* T
*Jo be che.cked for Every Head %’g‘[fo;,;
Production i

Form No.: SOP/QAD/038-02 Rev. 00

CONFIDENTIAL

QA Signatur .

5
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Batch Filling Record (Part-A) Page 42 of 46
PHARNMA
PLANT-I1, BADDI
Product Name Topotecan for Injection 4 mg (base)/vial
Batch Number LYK |
Batch size 12L Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00 :
11.0 EXTERNAL DECONTAMINATION OF FILLED AND SEALED VIALS:
11.1 CLEANING:
Step Eq. Id. Time Done | Ckd.
No. Checks No. SOP No. Date From To By* ,BJ’M
Cleaning of External Rliolot [ 17 4o | 18105 [faws et
ks Decontaminating machine CSP/023 | SOP/CSP/033 |\ ’ fow i8/19/38
11.2 LINE CLEARANCE:
e  Ensure the cleanliness of Vial washing area.
e  Ensure no remains of previous product are there.
e  Ensure that status label is properly attached with the machine.
e  Ensure proper change over and setting is done as per the pack size.
Previous product :
Step Ckd. | Verified
Ch P No. Dat
No. ks s Me | Product | pargnNo. | by" | by ™
Line clearance of External 1bl1olof (R & P Toial @/- ;
L Decontaminating machine SOR/QADO: Bty — 181ef égﬁ:%'{bw

11.3 EXTERNAL DECONTAMINATING MACHINE OPERATION:

External decontamination started at:

19162

External decontamination completed at: 2113

Date: 1%lio]lob

Step Time : Done | Ckd.
No. Checks SOP No. “re To Observations By* By"
Pressure of Purified Water 1913 a bbb —
1 (NLT 0.5 bar) SOP/CSP/033 .30 | 1932 ¥ K‘h\)ed @"
Compressed Air Pressure 1913 9 3.0 v < -
2 (NLT 3.0 bar) SOP/CSP/033 3 34 ) "*ﬁ ?(; jed @/
. (&)
3. | No. of vials washed SOP/CSP/033 14753 |21012 | Qty.yesovials |fenjet | & -
4 No. of vials broken — — — | Qty._—=vials {4 . Q/
5 No. of vials rejected o - — | Qty._— vials | o i @
6 No. of good vials s s | Qtytiyevials | fanyed™ z/
- == —777
Production 301968 IPQA
Form No.: SOP/QAD/038-02 Reyv. 00 CONFIDENTIAL

QA Signature .
L




Q Batch Filling Record (Part-A) Page 43 of 46
PHARMA
PLANT-11, BADDI
Product Name Topotecan for Injection 4 mg (base)/vial
Batch Number LYk 20|
Batch size 12L Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00

12.0 CODING OF SEALED VIALS ON ALUMINUM FLIP-OFF OVER SEALS FOR BATCH

IDENTIFICATION:
12.1 CLEANING:
Step Eq. Id. Time Done Ckd.
No. Checks No. SOP No. Date o To By” By™
1. l)Celletamng of conveyor |~ sel 184 | SOP/CSP/058 | 12112108 | 18t10 |18 12 | Ranyet %P’M
2. Cl.eaning of Ink-jet Ve SP' °S'Y | SOP/CSP/057 ' 2)lolo2 | 18 20 1% 30 P«n]‘&*’ @/
Printer ”3he

12.2 LINE CLEARANC

E:

° Ensure the cleanliness of Vial washing area.
. Ensure no remains of previous product are there.
. Ensure that status label is properly attached with the machine.
@ Ensure proper instructions are feeded in the printer and previous details have been omitted.
Date: |8llelop
Step Eq. Id. Previous product Ckd. Verified
Ch S ;
No. Rcks No. OF b Product Name | Batch No. by** by™*
Line clearance for |-¢p 1)y o o< o
L. conveyor belt. Pl SOR/QADI033 — Ao gy bkAaos %IM‘? évﬁwfﬁlap
Line clearance for |- CYJasabine s | @ LH 206 G d
2. Ink-jet Printer. CSPjos | SOP/QAD/053 cz\% | 1o}d M\r 9
12.3 BATCH OVER PRINTING INSTRUCTIONS:
Batch No Ckd. by** Verified by"*
M
% PK 20! Q/ JO%
R]1e] 63 y\«\ul“ v

Date: | 2]lolog

Over-Printing started at: /7! S 7 Over-Printing completed at: 2] ! 2.2

“Production = [PQA
Form No.: SOP/QAD/038-02 Rev. 00 CONFIDENTIAL

QA Signature A
L




Batch Filling Record (Part-A) Page 44 of 46
PHARMA
PLANT-11, BADDI
Product Name Topotecan for Injection 4 mg (base)/vial
Batch Number &£p K Do
Batch size 12L Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00
124 INITIAL VIALS CODING DETAILS:
Date Time Over-Printing Details Ckd by Verified by
8ljojos| |95 9
8l1elog | 1957 @ PK ao) Q19 S
. SEES! ISR R S
T Hin _—
\
12.5 INPROCESS CHECKS OF OVER PRINTING:
Frequency: Every 15 min. during operation.
Date Time Batch No. Observation DB(;QS gl;“d”
18110] 0B |41 57 & PK20) oK Ranyect Q-
[31iel0B 2012 & P 20 ol Langed Q- ~
[%11e]08 2029 % PK Yol o Run sed [
12]10)08 2042 %Pk 901 oK Pariet [
18lie1o3 2057 8Pr201 oF. Rengect @~
J2l1s]o% 21112 4P E20] O Raveyeed- ¥
\-\ N A A
V) RI— .
T —/\)
Z
13.0 QUALITY CONTROL SAMPLING: (ff/ /9/03
Date sy e le Stage Sampled b o Remarks
No. Of Vials Solution (mL) P
e ] ard [ . 1.;“¥ ",\"G
e (5 + 54 3]z 9 vial 1701 +40 w| ™| wpter T L 1y cbop 4‘// =
18 |1ojop  |53462483-198 | — e M"\“z i
“ya o
"FIPQA

WProduction

b" "‘ < -
<% Lom] (254 II) n taken oHefx énd4 fi
# 9 vial deken cwuo
wx% 873 (8043) wal faken

Form No.: SOP/QAD/038-02 Rev. 00

CONFIDENTIAL

firting Jv*/'?;,é,.q,

Glolbilyome] BET Veliclation

N

- Ko

QA Signature .
KV




Q Batch Filling Record (Part-A) Page 45 of 46
PHARMA
PLANT-II, BADDI
Product Name Topotecan for Injection 4 mg (base)/vial
Batch Number 8 P @O)
Batch size 121 Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00
14.0 TRANSFER OF LYOPHILIZED AND SEALED VIALS FOR QUARANTINE:
Date Qty. transferred for quarantine Handed over by Received by
2ofojot| Y68 vials . duss- Sl hols
150 YIELD AFTER FILLING AND SEALING STAGE:
a.  Effective Batch size (Page 2) Joo2U?F L
b.  Actual batch size step 15 (Page 28) [029%. L
c.  Target Fill Volume 1-9€3, mL
d.  Quality control Bulk sample for analysis (Step 13) 2l e mbL
e.  Sample taken for fill volume check Y4-968 mL
f.  Total No. of good vials after external washing (Step 6 of 11.3 page 42) _ “ 1 X6 46 _ Nos.
g.  Yield at filling stages after accounting for quality control samples:

% Yield with respect to Actual batch size =
[(d+e)+(fFxc)/(bx 1000)] X 100=_GYTZ %
(Limit: Tentative yield should be in between 90 - 100% and standard yield to be finalized after
observing the trend of 10 batches. The yield less than 90 % and more than 100% should be

investigated as per SOP No. SOP/QAD/030)

Variance with explanation: —
S—
Calculated by: @ Ckd. by:
9 (Production Head)
Date: 29/ 1°/o : Date: 20/0/2006

Form No.: SOP/QAD/038-02 Rev. 00 CONFIDENTIAL

QA Signature w
/
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PHARMA

PLANT-II, BADDI

Batch Filling Record (Part-A) Page 46 of 46

Product Name

Topotecan for Injection 4 mg (base)/vial

Batch Number 8 P K 2.0\

Batch size 12L Batch Filling Code 10720004
Department Production (CSL) BFR No. BFR/CSL/TOP/001
Shelf life 24 Months (Provisional) Version No. 00

16.0  ABBREVIATIONS:

% Percent NLT Not Less Than

i Degree Celsius No, Number

A.R. No. Analytical Reference Number QC Quality Control

Approx. Approximately q.s. Quantity Sufficient

B.No. Batch Number Qty. Quantity

NMT Not More Than Q.A. Quality assurance

Ckd. by Checked By R.H. Relative Humidity

CSL _ Cyto Sterile Liquid CSP Cyto Sterile Production
Eg.Id.No. Equipment Identification number Mpa Mega Pascal

Exp. Expiry QAD Quality Assurance department
HDPE High Density Polyethylene BFR Batch Filling Record

IPQA In procéss quality assurance | g/gm Grams

Issd. Issued SOP Standard Operating Procedure
TC Triclover S. No. Serial Number

L Liters WFI Water For Injection

LAF Laminar Air Flow Std. Qty. | Standard Quantity

Max. Maximum Temp. Temperature

mbar millibar Dept. Department

MFG./Mfg. Manufacturing USP United States Pharmacopoeia
Min./mins Minutes 1] Micron

mL Milliliter m Milligram

mm Millimeter cRAB Closed Restricted Access Barrier
psi Pounds per square inch MOC Material of Construction

CIP Cleaning in place SIP Sterilization in place

P Indian Pharmacopoeia Ph.Eur. | Pharma Europa

Kg Kilogram NA Not applicable

IPA Isopropyl alcohol AP Differential pressure

HEPA High efficiency particulate air -- -

Form No.: SOP/QAD/038-02 Rev. 00

CONFIDENTIAL

QA Signature -
‘,{ Ao
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