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INSTRUCTIONS

1. The primary purpose of this notebook is to
protect your and the Company’s Patent-
Rights by keeping records of all original
work in a form acceptiable as evidence if
any legal conflict arises.
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number, and book number. are present during an experiment of F My St e 7,57/,05 X orrd 700m 5/6 TI;’LETS #/ %/ ¢X 5 SR 4T 10N i ’7' o

¢ Use ink for permanence -- avoid pencil.
« Record your work as you progress,
including any spur-of-the-moment ideas
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Form 590

nesses who are not co-inventors, and
have them sign and date the pages in
the place provided.
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witnesses present during any
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3 TR i3 L H 20001] .65 27.5 - ;
i = 5 5901 60 269 i
= = 5 oo = H 10 0080 6.65 31.0|%Friable = i
1048-82 1000 0075 235 Imua‘W'(g)= ; o !
10079 0430 - H i ;
Z0kN .0140] 295 FlmiWi(g)‘ i 5 s i L
(@0°CI75%RH) 0048| 281  10023| - H 1038-21 900 0070 .65) 27.9|inifial WA () =
0.9924] 25.4]%Friable = - .9983 58] 243 9.9780
L 0018 63 26.5|Final Wt () =
! .9997] .60 4, 9.9370)
! 2 - 9914 57
9980 .60]
- 0082 .64
5 0.9675] .53
BETTE g H 0.9980 .59
10 0.9918] 6.56)
S
1036-22 900 "0088| 55 20.0]Initial Wt (g) =
1.0675 g 2 0108 52 254 10.0720
. 0063 .52 21.5|Final Wt g) =
4 8953 53 28] 10.0320)
160673 g 0021 .57 24.0
= H 6 0107 .52] 22.6| 4
7 0028 .52] 232
g -0041] ¥ 247
9 .0134 .51 31.3|
0 10085 6.52 27.5|%Friab
& Lo i B
‘}, .Y £ i ~
E readings in bold = tablets that capped during eating
a o
3 18,8478 g o TESTIUG PeM’-nEMEB P)y A FM/M Rl oF a;’lsloc
3 LB47E g & P~
= — P Pt H
oo 18276 g \\
{
: To Page No. J To Page No.xll&'_
- = s :
( Dat Verified by: Date Recorded by: Dat Verified by: Date
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TITLE

‘rom Page No.4#t

Physical Testing: Soma 700mg SR Tablets #1038-24, 28, 4 28

Batch # Target Wt {m| Tablet # | Weight (g} | Thickness (mm) | Hardness (SCU] FriabHi
1038-24 1000 10067, 52 27.3| Initial V& (g) =
10081 .55 247 10.0910
0073, .53 26.7|Final Wt (g) =
4 10087 561 263 10.0500
0098 551 23.2
-0046 .54 258 i
-0047| .53 276
20051 53] 248 o
9978 .52, 2586
10 10206 6.55 27.5|%Friable = o
1038-25 1000 00781 .71 26.7|initial Wi{g)= | —;
2 10032 67] 281 10.0490} i
ER 68 28.3| Final Wt (g) = i
4 0.8980] 67| 266 10.0180
0.9954] 67| 283 i
.0051 68| 26.2
0035 68| 224 2
20043 68 266
10061 70 279
10 0300 568 27 6|%Friable =
1038-26 1000 .0061 53 27.3]Initial Wt (g) =
20016 .50 272 10.0480)
5958 .50 25.2|Final Wt (g) =
0003 .50} 263 99980 .
0061 .52} 282
.0020, .50 266
X 251
g
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$ “jg Registration Batches — Decatur 03/2006

|
. Ei Bateh #03-33-03¢ -
[~ DOM: 03/13/06
- Batch Size: 3300L

No problems occurred during the making of this batch. This batch was made in the 940 gallon

processing tank, samples were taken according to E-Req 1112 sampling record (sec below), the

M batch was filtered through a Millipore 0.45 micron PVDF 20” filter (code # CVHL-72P-P3),and -+ ~— -

) transferred into the 940 gallon holding tank. b .

j ’ E-Requisition 1112 ? bslﬂlw ‘ : A

SAMPLING RECORD

H 03-33-05¢ = - ok
03 -33-04s
i Batch Number: _03-33-03¢
§ : Bulk Solution
5
H 'PROCESSING P md o
Following Compounding | 2x 300 mL zelastin,
I Step 11 Tank BAC Assay
| { Bottom of Azelastine and
Compounding 2x300mL asfine
| - Tank BAC Assay
PROCESSING
B Top of Azelastine and
| - Following A 2x300mL
. Step 18 Holding Tank BAC Assay
1 o Bottom of Azelastine and 1,
- Holding Tank | 2%300mL | "0 coay i§
i PROCESSING
1 Final Bulk 1x300mL | Specific Gravity 7 \
Solution Prior
' to Packaging Tesiml | R rion
i Top of Holding
i ! Tank approx. 220 mL | Microbial Limits \
Ll - 2xs00mL | DekReloasc
2x 500 mL "
) ass bottles) Bulk Retain

11 The ealy poi_n! of note is that during the filtration process it became clear that the filtration rate
¢ slowed considerably after approximately the 1-hour mark. At this time, I began charting the

_,rwn rate (see pg.Jo!), and will continue to do so for the three remaining batches, for
t hparison.

L] 1 5 i
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Project No. —— = Project No. ‘
00 —— TITLE %yﬂ g B 533 fa;,/smmw 597&#55 03-33 &ﬁ/ﬁmmu K&Q@ BookNo, — o). / 101
o .3/21/0
wonrgene® | | | " ERE EEEEERNEEE NN A
Batch # 03-33-04s Astelin 03:33 Registration Batches
DOM: 03/14/06
; Batch # 03-33-05s
Batch Size: 330L m’ (:/!;33‘3/2(;:: Dao;:M: 3/15/2006
During the compounding of this batch, specifically steps # 8 through 11, it was observed that the [Time __[Bafoh Weight (kg) | weight (K " Time Baich l\ls%mlgL [A weight (kg) |
250 gallon processing tank began to shake (as it is equipped with shock-absorbing technology to ] 1;{;3 3231540 a{tera s = na__fafteras :
counteract the force of the moving liquid inside) at a speed that caused the batch to “roll” or sl . 1521 200 4 [12:35:30 308 20 after filter purge b
slosh around the inside of the tank, thus causing a loss of any true vortex. Without baffles to aid ; 15:22 86 4 [ 12:36:00 270 38
in the breaking up of the active and excipients, it was determined that the mixing speeds should "7 ::3 o 12 ! .36 gg fgg L
be adjusted upwards until a suitable vortex could be obtained again. 15:25 50 153730 133 25
A 15:26 38 12:38.0 88 45
Once this was done, no further problems arose in the manufacturing of the batch. 3 :gz :fg 1osne “23 :?
15:29 104 12:39:3 2 0
Samples were taken according to E-Req 1112 sampling record. The batch was filtered througha - = or fom] 15:30 94 12:40:0 0 2
Millipore 0.45 micron PVDF 20” filter (code # CVHL-72P-P3), and transferred into a 375 gallon - 15:31 84 i
holding tank 15:32 74 10 Batch # 03-33p-03s
ganK. ] 1533 64 10 DofM: 3/16/2006
| 15:34 56 I ‘
These new (greater) mixing speeds will be used for the two remaining 330L batches as well. e |_15:35 48 Time [Batch Weight (kg) JA weight (kg) | t |
..... | [ 1536 40 335 n/a after gs !
15:37 30 10 12:42.00 306 29
Batch # 03-33-05s | 538 2% 3 1423 292 s Sl |
DOM: 03/15/06 15:39 14 10 12:43:00 248 44 . |
. - 15:40 6 8 12:43:30 203 25 |
- No problems occurred during the making of this batch. This batch was made in the 250 gallon = ! }2;:; : [2, :gf: ‘:gg 1‘:’3 ﬁ . |
processing tank, samples were taken according to E-Req 1112 sampling record, the batch was - | 12:45:00 71 43 l
filtered through a Millipore 0.45 micron PVDF 20" filter (code # CVHL-72P-P3), and Batch # 03-33-04s | 12:45:30 37 34 ‘
transferred into a 375 gallon holding tank. | Dot 342008 [ E:gfgoal ¥ 2 '
o [Time _[Batch Weight (kg) |4 weight (w_] [12:50:00 | 3 ] -
Batch # 03-33p-03s R g i :10:00 335 nfa after gs i
DOM: 03/16/06 :10:30 323 12 fiter purge ¥ FILTRATIon W AS Phused S The Hobidg i
s 3 § gg ;1): 1;3 Thic WAS ueARI, cAPACTY.
No problems occurred during the making of this batch. This batch was made in the 250 gallon - - e e T H 1200 302 3 WE ESTIMATED THAT THEAE wAC ENGr
processing tank, samples were taken according to E-Req 1113 sampling record (see below), the . . i I : fgg gg; ;g Roou & pesumEd FTeATION -
batch was filtered through a Millipore 0.45 micron PVDF 20 filter (code # CVHL-72P-P3), and ) 1330 20 o
transferred into a smaller holding tank. - T | [13:74:00 213 7 .
H 13:14:30 86 7 !
ATTACHMENT D $30\0b 13:15:00 59 7 i
H [13:1530 31 28 t =
SAMPLING RECORD 1 | [3:16:00 03 28 | i
13:16:30 75 % | ] I
- Batch Number: ___03-33p-03s L [(317:00 a7 28 :
13:17:30 18 29
Bulk Solution - o 13:18:00 [ 18
Micwtial Limts | N/ g L N S RY. J
Release Testing 9 i i ™ L oﬁﬁ
= '
Bulk Retain TR JOUL O T : : : | / T — ! Iﬂ‘f; y
o 3w 11 W T ! To Page No._/9[ pobd g | ! r~—~~___ |ToPage No.m
Recorded by: \ Date Verified by: Date ; Date Verified by: Date i
Q& 03 zl}o& . 0z fzt [ 0k '
j! ik s wfes)o7 AN Bpbyrans ©f25707)
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Project No. — , | I | | Project No.
12 Book No. e Mses - Orsanipis NE Ligue 04 oot e Tossi- Oesmniw AR Liguin Book No. P P
O
' S
rom Page NO-_"’ZZ np . ¥ : P . From Page Nc "°d4 L T T T _L LT T T O WO A ; . RO
Product: _TUSSI-ORGANIDIN NR LIQUID Form. #: 1044-102P ! o = Forl: {084, FETR
¥ = H -
actual P i =
Re: Codeine placebo of Tussi-Organidin NR for analytical testing. theor. grams ) . N ) ) . ¢ 1
BATCH SIZE: 2.000 L theoretical SG = 1.125 gl‘aeTS per - Re: Codeine placel::o of Tussi-Organidin NR for analytical testing. . X ':e‘;“ s
bl;lch batch L BATCH SIZE: 2.000 L theortes SG= 1125 | g per | 0% | puiengg) |
® | | _# | Ingredient Code # Lot# 5mL | batch 0 S S
i Lot # { (% {lIngredient batch (g) .
#_{Ingredient ot & | [ 1 | Guaifenesin, USP 4055 235¢ | 1000 4000 [wepos | |
: e - ' | 3 [ Sodium Benzoate, NF 0168 212508 5.0 2.00 | 2007
s Jstsenncte T Iy A JEREery e M :
; C{‘“_ ‘:“fd i’m‘]‘l“‘; — — 1297 | a6 | 184 1 /. 248 - |5 | Citric Acid, USP, Anhydrous 1134 | aigarpr292 46| 184 [.842| i
e Acld ATycous (000D ’ : 5 . [ 6_| Propylene Glycol, USP 6257 | 0boS0Z__| 5000 200.00 [26.0 | -
6 | Propylene Glycol USP 6257 0bdo5Sol 500.0 | 200.00 |20D.2 7 T Glycerin, USP S0 213531600 | 863.50 as
i 00000 2160.0 | 863.50 |%3.5 - Q00000 : : -
T Giyeerin USE. S190 235 8 | Sorbitol Solution, USP, 70% 8135 | (0o 1230 | 1000.0| 40000 Hood |
8 | Sorbitol Solution 70% USP 8135 Q00000230 1000.0 | 400.00 |40 5 9 | Dye: FD&C Red 740 e 0E F TR j
: d 0.40 0. 3 * 900000 . - - !
9 | Dye: FD&C Red #40 3073 00002602 1.0 qoz 10 | Flavor; Raspbery 3425 2416 18.7 748 | 7.484]
10 | Flavor: Raspberry 3425 000000 2416 18.7 7.48 7.487 3 11 | Water, purified — QCKSux(tto make 2249.4g)
11 | Water, purified 8542 Q.S. (to make 2249.4g) | 2 TOTAL: e : 204 ¢ N
TOTAL: 22494 g . . . T ) !
Theoretical specific gravity is 1.125 based on Processing Batch Record 1 ;h:‘):“:: spedcTﬁ(}:{gxa v1t:113s31.125 based;on Processing Baich:Kecord
Batch produced in Room #133 3 - atch produced in Room +
Manufacturing Procedure: \\?} Whsnhsetniiug oo ;
1. In astainless steel beak INAL CONTAINER 224 Z tare), add approximately 600g of e i
e St meng sioe heskec " g tarc), add app A ? L. Ina stanless stee beaker (FINAL CONTAINER S9.5__g tare, add approsimately 600g of
g' Lwt::vhe:ntllf:;g;xagl‘; tst;aeei?m“glé“ l;'oa?; m;;lﬂ:e“él‘;‘:ﬂ ?j;?nr?mm until uniform. 2. With mixing, add the Red #40 () to the beaker and mix until uniform.
4. Raise the mixing speed again to obtain a sufficient vortex and add the Guaifenesin (4f), mixing until 3. Lower the mixing speed and slowly add the Propylene Glycol ({) and mix until uniform.
’ the solution is cgmplete ixing Time: __ 5 aun - 4. ﬂR‘aelssi ltl}:; (;::l:;u;g r:ll);e]:tde again to obtain a suffi malll; Jl(ér']?:n z;nd add the Guaifenesin (J ), mixing until g
A D ._G__T«
% Lawer thesianicsno] ant add fho Glycerii{ nn&i(l);l;%l:: lutlch Eu o Seml e 5. Lower the mixing speed and add the Glycerin (¥) and Sorbitol Solution { ) Mix until uniform.
) L . .G — A . Mixing Time: __ o =
% ESEs m'x'gﬁji"f;d Baenndzoslmcwé‘)” )add T ollowing, wacig stior cach il the solntion s completc: 6. Raise the mixing speed and slowly add the following, mixing after each until the solution is complete: |
Saccharin Sodium ¢) Sodium Benzoate ({) i
Citri id Saccharin Sodium ()
g Avid i) Citric Acid ()
7. Adjust the batch wiight F'&"EZ’QS’) ith Purifi - Raspberry Flavor (/)
- P ;t:foleﬁh,flst;,em iy 7. Adjust the batch woight to 2249.4g with Purified water.
Gross: 30%1.b Before adjustment: After Adjustment: :
Tares 2. % g Gross: _2720.5 Gross: _2x47.9
Net: 23723 Tare: _£92.5 Tare: __ 5925 -
AmS Net: _2l122.0 Net: 2249, 4 : !
8. Mix for 10ginutes or until uniform. Amount of water needed 127.4 g to bring final net weight to 2249.4g i G sy
i 8. Mix for 10 minutes or until uniform. Fosradznageeadon
e T-l e i F;‘nal s f(d;ste‘ 2,51:2:1'13! S R - Mixing Time: _ 20w +, Final pH: .25 (date_o4jesfof, ), Final Viscosity: (date _gi#g - T ;
B i P W | L Viscosity Testing — spindle # 2, 60 RPM for | minutd @ 25°C) S L
PBATH HAS BGEN ovB-DILUTED §
jgbﬂ‘{lw[“ wWiTH K‘Mgg WATER. bu&tﬂﬂ ookl e | . E 0405,0‘ 4“ ]
MMUHCTV(?.ING wiLl. e{ RERAEY e - S O " AT DS A . !
Py i | ., 4 : . . ToPage No. : A i ik (N To Page No.
Recorded by: Date Verified by: Date Recorded by: Date, Verified by: Date
o -
4/04/06 /gn{ baMw m/z;/o? o 05[0(0 %M B lD/‘Lé'/D?
HIGHLY CONFIDENTIAL MEDA_APTX03470958
-SUBJECT TO STIPULATED PROTECTIVE ORDER
11

CIPLA LTD. EXHIBIT 2039 PAGE 11

PTX0142-00011



il

Project No. . Project No. ———
04 Book No. R TITLE A@u 03-33 56: &7&’7‘1‘5 05/24/ . TTLE STELIn 5 33 &Q'STM”W EJMS Book No. ——— 53/24 105
- : , ' s
‘rom Page No._ 107 ] r“» From Page No. _Lm'/ i ' . * i
5 = .; = 3 F;H% o -~ - “ ﬁ.‘%, -‘
canclle Astelin 03-33 Registratian Batches Batch # 03-33-05s g ekt - 1
Lo . . DOM: 3/15/2006 i
T patch# 03-33-03¢ i : . T
oo DOM: 3/13/2006 3 ——r—  [Time Batch Weight (kg) |Amount Filtered (kg) |A weight (kg) |Rate gkgémin! e
; 335 na A - i
Batch Weight (kg) [Amount Filtered (kg) [A weight (kg) [Rate (kg/min) L [ 12:35:00 328 Wa S na
3350 na . of . nfa nia - — ) 308 n/a
214 136 3136 50. :36:00 270 65
200 150 14 4. == :36:30 224 111
186 164 4 4. & J :37:00 178 157 4
74 76 2. :37:30 133 202 4
62 88 - 200 88 247 25 | 800 | aegeed L1 L Lt
50 200 .30 43 292 45
3 2 12 L i :39:0 2 33 41
2 24 12 3 k! - :39:3( 2 333 0
1 34 0 10. ! ' 12:40:0( 0 335 2
04 246 2 2. 4 —
94 256 0 0. - Batch # 03-33p-03s |
84 266 10 0. DOM: 3/16/2006 i
74 3276 10 10.0 - :
84 3288 10 10.0 - Time Batch Waeight (kg) [Amount Filtered (kg) [ weight (kg) [Rate (kg/mln) |
56 3254 .0 335 a na 3 = H I
48 3302 .0 — = 12:42:00 308 n/a 28 nla I
40 3310 .0 ! 12:42:30 202 43 14 43.0
30 3320 10 10.0 B 12:43:00 248 87 44 58.0
24 3326 6 6.0 - 12:43:30 203 132 45 89.0
14 3336 10 100 :44:00 158 177 45 90.0
[ .0 foesfe oo :44:30 114 221 44 89.0
4 2.0 . 45 71 264 4 87.0
4 0 B 37 208 34 77.0
- = 34 301 ; 37. i
03-33-04s 12:49730 3 332 31 34, ‘ I
3/14/2006 . 12:50:00 3 332 0 31 :
Time Batch Weight gkg) [Amount Filtered (k_g) A weight (kg) r_Ra'ce(kg[min) , H ’
-t [ 13:10:00 35 na ia nia i -
13:10:3( 23 12 12 wa | |
T 13:11:0 13 22 10 22.0 T
fend [13:11:30 08 27 5 .0 Lo
; :12:00 302 33 3 0 ] |
2:30 287 48 15 21, : -
:00 265 70 22 ] i ] .
13:13:30 240 95 25 47. 4 i 1
13:14:00 213 122 27 52.0 ! { Lo
14:30 186 4 27 54.0 o
:15:00 159 76 27 54.0 ‘ f
:15:30 131 204 28 55.0 i
:16:00 103 232 28 56.0 i
:30 75 260 - 28 56.0 - +
:17:00 47 288 28 56.0 .
:17:30 18 317 29 57.0
[1%78:00 0 335 18 76 -
e ———— : 4 i T
: ; ; : —— % H ; S L , gk F ; H \\ ! : i
; ol [ | ! —t——t—v___To Page No. !9 ol : | \\To Page No./ 06
Recorded by Y\G Date Verified by: Date Recorded by: ﬁ %‘ Date Verified by: Date
0 5
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108 BookNo. — — —  TITLE )4J‘Tﬂ_nd '@613‘77?/77041 &TCHES 05,/27 A ; TIMLE /JSTKLW /ZE&'STMT“’M Shretes BookNo. —— - /0 y
i From Pagg‘Nq:A#A : T ;AG:'CK} / £ ke . i ; L ; From Page No./0f) [ * ' : » ‘ !
—1 E1112: Post Manufacturing Observations Report. Filtration Study: Batches mads in Decatur E1112 1

Authors: John D’Aconti & Kalidas Kale

- Date: March 24, 2006

3300L Batch

‘ ‘ In the week of March 13® four batches of Astelin Improved taste were manufactured. !

i —  One full scale, 3300 liter size registration batch (Batch Number 03-33-03C), two 330 liter =t
,,,,, size batches (batch numbers 03-33-04S and 03-33-05S) and one 330 liter size placebo :
i

batch (batch number 03-33P-03S) were manufactured.

Filtration Rate (kg/min)

[~ The 3300 liter size batch was prepared in the 940 gallon capacity processing tank.

- During the filtration of this batch after one hour, the filtration rate was considerably
decreased. At this point 3136 kg of material was filtered. From this time onward
filtration rate as a function of time was measured. The filtration rate at this point was Lo

only 14 liters per minute; it decreased to 8 liters per minute at the end of the filtration, : i 2 5 f 1666 1500 2500 2500 %00 3500 4000
+-— when all liquid was filtered. The total batch was filtered within one hour and twenty four =] ~ Amount Filterad (kg)

|| minutes. . e NN NS W W 5 ] —— 033303 —=— 0333043 03-33-056 —%03-33p-03s | e O

! ~ The filter used was Durapore Cartridge filter without prefilter 20 inch, 0.45 micron from
i —4 Millipore Corporation. The filtration area of this filter was 1.38 m”. To maintain the t . —
f | . good filtration rate throughout the filtration step, there are two options, either use same fod ]
‘ | size filter with a prefilter or use 30 inch cartridge with larger filtration area 2.07 m?. P P

| These options will be evaluated during the next manufacture of 3300 liter size batches.

330 liter size batches

Batch# 03-33-04S

These batches were processed in the 250 gallon capacity processing tanks. It was

""" observed that at the time of addition of Azelastine HCI (step 8) the liquid was sloshing

|| around the processing tank at the stirrer speed of 120 (+-20) rpm. To create a vortex for

; || proper mixing conditions, the stirrer speed was increased to 200 rpm. In step 9 the proper

} vortex was achieved at 175 rpm. In step 10 the stirrer speed was 175 rpm. In step 11 it ! Lo
™ was 125 rpm. Total batch was filtered without slowdown of the filtration rate. I

Batch# 03-33-05S and Batch # 03-33P-038 ' i ‘ N RN ~

' The stirrer speed was maintained at the same rate as used in the manufacture of batch# Lt e r i R N T
[ 03-33-04S. These two batches were filtered without slowdown of the filtration rate. » ! i ~

|| | L

\
‘ I .
| T ¥ PP ] | | o | |
| L ! NT o : Nl | ToPage No._J09_ [ M':w E Nl ! : | " To Page No.
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Project No. 2 STELIn /UAML 9&47 | S Project No.
10 & o j{sn— Y Pty —— 111
ook No. TITLE TED oufoc/es -F”, L Nasar Book No. /
RM. ©3-33 7 T/ . | TITLE [, 03 33p M‘/W%
: i : oo i
rom P?‘g‘,’,.'f"f’-,’ﬁ B0 OO0 T OO NN SO U SO O N DU DU . N | 1= %romPlgﬂ NOA?-@ OO O O T : (00 DV T WL SRR I S .
3' . 1044~ 11
Product: Astelin® Nasal Spray pe. 1644~ 110 ¢ Preduct: A_____ustelxn@ Nagal S = o Analical T pe. 10 !
, P -33p, for Analyti ting.
Re: Lab batch to match Investigational Formulation 03-33, for Analytical Testing. | Re: Labbatch !? match Investigational laceboCO3d33 or Analytical Testing Theo. Actoal
Theo. Actual : ode D
H T dient Lot # Yowlv rams rams per
Ingredient C;de Lot # Yowiv grabl:tsc . ﬁ;:cn;ls per _‘ ngredien # ° pegr batch Eatch ¥
e S s Boy : !
Azelastine HCl 1105 | oppo0p 2047| 0.100% 2000 | 2 ogf . S _ i M Mtk 18 e bk s i i
HPMC 2910, USP 3340 22| 0100% | 2000 2 ooz || [HPMC2910, USP 340 | cop02Z2z | 0100%) 2000 2.006 || .
: 000002522, - . S R % 11 somitol Solution, USP, 70% 8135 | poogp0 (230 | 6.446% | 128920 | 128.9 T
Sorbitol Solution, USP, 70% 8135 | (Op00 1230 | 6:446% 128920 (1 23.9 - ] 1 H e oo 2 000 |
: i NF H A |
Sucralose, NF 7478 | gqeT3 | 0150%| 3000| 3.008 L T N ) _1 Sucenlign: s e Lac Ll 00500/" == 3 co9 |
Edetate Disodium, USP 1349 | oponop 2353 0.050% 0500 | p.502 A p- || (B m;’sp = o 0@002355 o.oes*; e ,' 3% ,‘ f
Sodium Citrate, USP, Dihydrate 0134 | 2c 1304 | 0.068% 1360 | 1.368 ] [ Sodium Citae, USP, Dify te“ ZCIZYY | O i - : = L
Benzalkonium Chloride, NF, 50% Soln. 202 1C130 4 [ o0z 0500 | 0.502 i ! Benzalkonium Chloride, NF, 50% Soln. 2202 161304 0?)255:: gg(zg 0.501 =N 1
I ified or Deionized
Water, Purified or Deionized i 20‘33:52 s g | | Vet Purificd or Delonize 100% | 2028.0g
] facturing Proced
Manufacturing Procedure 1 :  Manafacturiog Procedure 1 ! :
1 2¢ Z - 1. To a suitably sized (tare weight 124 /9 ), obtain 740g of deionized water. Begin mixing and b :
1. Tora sutably:sized container (tare welght , obtain 740g of deionized water. Begin mixing and ! heat to 80°C (175°F). Record the temperature. While mixing, Slowiy add the HPMC d) to the vortex of the : {

heat to 80°C (175°F). Record the temperature. While mixing, Slowly add the HPMC (I) to the vortex of the >
mixing water.
Mix for 20 minutes or until the mixture is lump-free. Record the mixing time. Do NOT let the mixture cool to
below 60°C (140°F) while mixing. Temp: m %G Mixing Time:__Z2Omin - 2 & S . 0
2. Add approx. 1000g of deionized water. Cool to 32°C (90°F). Record the temperature,
Temp: 28 °C
3. Add the Azelastine HCI (J), mixing untit completely dissolved. Record the mixing time and temperature.
Temp.: 28 °C Mixing Time:_ 0 m/n -
4. Add the following ingredients, one at a time, to the mixture: sucralose (ﬁ, sorbitol solution (), EDTA (),
sodium citrate (). Mix after each until solution is clear and record the overall mixing time.
Mixing Time: _2.0min *
Mixing Time: _ O min -
6. Adjust batch weight to (2030.0g) with deionized water. Mix for 30 minutes or until uniform.
Before adjustment: After adjustment:

5. Add the Benzalkonium Chloride (I) to the batch and mix for 10 minutes.

Gross:_2673.0¢ Gross: 275¢.7 g
Tare:__ 726 .72 Tare: .
Net: {94¢.3 ¢ Net: _ 2030-0 g

Amount of Water dded: 33 ] g to bring final net weight to 2030.0g.

Mixing Time: éQ min Temperature at end of mixing: ZZ
Jsv  of |07

e °C Description: CCEHNR. Z% ;
7. Filter finished product through a O‘Qme Millipore Stainless Steel High Pressure Filter Holder. LITTLE FOA-M i ;
Filter Info: SuLAPRE 0-224m GVMPIY250 fov¥fyhnizpi30 T
Discard the first S0mL to 100mL and retain the rest of the product for testing and packaging. s g

e i s e g pm—

= =

8 s pom e — — -

mixing water.

Mix for 20 minutes or until the mixture is lump-free. Record the mixing time. Do NOT let the mixture cool to i
below 60°C (140°F) while mixing. Temp: B °C Mixing Time: _J0 min -

2. Add approx. 1000g of deionized water. Cool to 32°C (90°F). Record the temperature. ) i

Temp: 32 °C RN T e s
3 Add-the-Arel HOH )i i pletely-dissolved R dihe-misinei 4 x =t
PLA Ugﬁo Fompr——C—Mixing Finme, onlorfe

4. Add the following ingredients, one at a time, to the mixture: sucralose (J ), sorbitol solution (b, EDTA (-/),
sodium citrate (4). Mix after each until solution is clear and record the overall mixing time.
Mixing Time: 20 _Z0mia .

5. Add the Benzalkonium Chloride (./) to the batch and mix for 10 minutes. ~ Mixing Time: [5»1,, -
6. Adjust batch weight to (2028.0g) with deionized water. Mix for 30 minutes or until uniform.

Before adjustment: After adjustment:

Gross: Gross: 2752.2 g
Tare: ‘1@,2 g Tare: 724. 2 g
Net: __ 1893.) ¢ Net: _ 2022.0 ¢

Amount of Water dded:_/29. 9 g to bring final net weight to 2028.0g.

Mixing Time: .30 a4 Tempemture at end of mixing: Z "C Description:_(( E_ﬁﬁ SomME

s> offovfes s FoaMm .
7. Filter finished product through a 0. 2Pium Millipore Stamless Stee] H|gh Pressure Filter Holder. ;
Filter Info: MiLLiPoRE-DRAPOEE 0.22 4w GVWPI42SD N N N T

Discard the first 50mL to 100mL and retain the rest of the product for testing and packaging. /o # oA nZ9730
8. “Measure the pH, viscosity, and specific gravity (viscosity testing — spindle #2, 60rpm for 1 minute at 25°C).

8. Measure the pH, viscosity, and specific gravity (viscosity testing — spindle #2, 60rpm for 1 minute at 25°C). S N . -
: FinalpH:__ §.2 dat Final viscosi ot [
Final pH:__y-5f___ (date__ 04 Hy, ). Finsl viscosity:__©-0 s (date 93“11.‘95 ). O O I s _6:.27 ¢ “L"l'iti-) £ v‘““W—LLFS—(d”‘—‘J—I—" o .
Sproifcerass____(date oy g/ pyoTwele=. o ‘ B pMiT i‘!{s ol St S i
- Lp - [ . ]
b .,;,9'!\‘..,* sk I SO O S S U T SN TG N N U FE PR I DS i ; ot
Gl g NI R I . .To Page No. l R : P i Lo | ’ToPageNo___Zf
tecorded by: Date Verified by: Date ' Date Verified by: Date
o4/0 /M < = 07/0,4 ;
A Bodiinns tof 2507 A, Badeecns 10)25 [o7]
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Project NO. ———— ‘ | | IJ I I I I IO Project No.
112 BookNo. ———— TITLE OSn_gﬁd_LE TesTinG : OPTI VAR o1/bs mns Sho LARITY Testne: Oprivpr Book No.
) ur#L}o = 2

: IIZ
From Page No,_Aé‘i . hesafesl N O TS N L P ; - From Page No.2l¢

Tk /4’ﬂ4§r/wf/£[£;¢£'ﬂf3 0.0 /) Lor. #&2506/7 s
e, from Cordmdl , fron 4 ZS0L. 8RTCH MANVAACTURE

.. Adjustment of Osmolarity of Sorbitol Solution

,‘ Azelastine Hydrochloride Eye Drops 0.05% Lot 02306A, 250 liter batch made at :
oW L0409 /06 . TT i pabenso  Dsmosfiry IESTING, 4. OSMOLARL 7] " Cardinal. Date 04/04/2006 :
JUSTMEN T (/‘smﬁ 53&5;7@, Smmw ,{—ND ;ﬂwz ﬂ}‘ml_z?ﬂ/7 TESTW | L C
0 ORSERVE Aﬂy Mﬂf_éc PN NN OO SNVUN NN (U NS SON SO S S 18 Eome . | . Amount of Sorbitol Solution Required for the batch = 16666.5g
/ ] ! P Amount of Sorbitol Solution Added in the batch = 16000.5g ;
# 1 ¢ " Difference = 666.5g/250 liter e i
Jre . O wwﬂ z{uwmﬁna f.z‘uoﬂfm [/'{wn 4*5002 Sex W/ﬂOZﬁ 4B Pt Ao O T N I B
Mzs__a.ﬂ-xaﬁm A&,&;g@b@wg z SN0 . B ORI = 2.6266g/ke RN O
i N ] = 0.0026266g/g L |
I . P H , : i
= o 2’” o646 LE . ba'l i rﬁ’ﬁ? — eaoeBrmag oo nsorieze 7 + To 10g of the product add 0.02627g of Sorbitol solution. R 1
- Hlons MICHINE. TO wAdM UP. F&A ”/5 L2708 i M

Ll ] , Osmolarty. - 6'4!"
5 ~_ RN CopLANT T Fo 4 IR ST M wl
— —MWMMWWM%%§MJM%WW%6R4 e e e

- |Se7 RANGE yo  O-2 S
L OPexar 7o Chegt i N e . = J0. OOb )
- PLACE oD STD w0 MA cyw:_- L fﬁvﬁg]vw r@t’ﬂﬁjv_’) w/r»‘/ I KM!&,__ &M’TQL 5“ 79/ 0 QZ? 5? (Lo'r-"' 0@0000/23 0
r_SWITTA Y8 OPERATE AVE REHAD A Aw, CLEAR @O STD..
 fesouy = Sof, Repeay: Resoer = SOl I RN ﬂ‘mgmmr /&squs
= RePetr wori 160 m Sm’/kq ora, wnmw; hlTH PN noaoi b A T O T N U R 2 B8
| resuu] = s ) ol | fesff‘l; Zsl ,mcsw/kae MRS B DI N
. E Iy 5 iney J@SULT Z“ZSO R ¥Zi- 251 ,MC&/AJ ERE T LN 1 W IS A
] | Aovreesr #2 o N N
(o = : 70{ QS 70 ,SDJ 7nm (Teeo Sots a,.t_,sl,’»%i
o me i) 390 5 Gewm)
: b 20 G (ACTM(-)
AVD _LES : _
\\
~
Recorded by: 3 Date Verified by: i Recorded by: Date Verifiea by: Date
"4/"’/"‘ P R (02 <727 M/H/q' At Boteron 102507
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Project N k 5 —_— ‘
rojectNe. ———— /4 J\ . fe ? 1 ProjectNo. ——
) + o - B S a
114 Book No. TITLE /{STELIN ZROD  ExPERIMEAT 0'}/2 3 v ety 5 ‘;?9744 ,e #/0‘/57 XA /4’ Book No. .=~ / / 115
T T ; st ‘ : . VAN 04/25/06
From Page No.w g L i : Vo i K 7 b : § A T N
/ e | # ) ' P
FavTics 50;“ : PMPID””fE N&Qﬁ' Sfﬁ”’? (Zﬂf [ /X‘}‘XSE? : Soma 700mg SR Tablets #1048-10, 12, 14 @ 2 months (40°C/75%RH) 1
: argot Wi (mg) | Tablet ¥ | Welghit (g) | Thickness (mm) | Hardness (SCU Friabil
(7 »LL a{ﬁ;u?mmr L‘/C( /US Commprc i BT+ PVMP s s e - T
f .0075 69 218 10.0080)
| i { H - .0009 .65 19.: Final Wt (g) =
1 =y Frtomend nogetapes b terin sy eovpretmnn S e 0055 67 21 9.9500,
. | = ! . y “BloEriable =
- ‘ ',t._ /Q 9113 ? . SN ; SR SO NSO S SO, Letey a8 218 2 et
| H i £ . i 3 e e 3
i . . : T g .9964 .80 8.1] niti IWt( )=
45”?’7‘(«5 w/O PVMP E s - TN WY T S i 3 12 1000 985 = L
| : 4 e desiocs 0117 .85 229 Final Wi (g)
- il . et m g tnd e 3 544 ki M o160
= ’f 57173 f“ BEEEEEERN W L EY L o 0.9849) 74 Tealuriabia=
0 ; ; PR D V.S N : o 1 1000 9968 01 18.0|ihnlWl()=
Le «Mncm.. /3077?-5 ot fwnwﬁde M-S ; 10414 ___ 2550 o i
P foj L4 ; ; 0021 02 155 FlnaIWl(g)
fmemant - - = - = 10006 59) 18.1 9.9380
= 19, /669 2 0072 08 17.8|%Friable =
I : P i
/4 M0 § . Fa :
__ 3 . e P ‘Stabiity Testing; Soma 700mg SR Tablets #1048-86 & 82 @ 2 months (40°C/75%RH)
; ' - /L-" 9“)2& i Target WL Tablet# | Weight (g) | Thicknes: Hardness (SCU}|__ Friabi
i { i H " Lot# al m: al cf 8 (mm) lardness riabil
; i | S N . 104865 550 5436 45 25.1Inital WE (0) =
? ! I ] 1 Vi ! with desiccant 6330 .45 247 9.4710)
i ‘147140 VNT : o Zﬁ m_ﬁv& 0 // — 5489) .45 23.8Final Wt (g) =
; ! 9484, 45| 287 9.4400
| ; . 0.9586) 28 57.5|%Friable =
L= 0 0146 NN )
£ i . ; 1048-85 950 9558 .49 26.6| Initial Wt (g) =
! L [without desicoant 9599 54 272 3760)
£k /4 40(9/\1 OF [4251451(05 /{C/ i 9482 48] 24.8|Final Wt (g)-
sy ¥ 4 9421 .35 25.0) 3380
e . n 0.9841 663 26.3|%Friable =
s OviOIS.Z Pl _(_,Q- C?D;Q?_gu - -
! 1 1 e ‘ q - ' £ ‘; H i i 2 1000 .9999| .75 253 Initial Wi (g) =
i H ¥~ 3 p~ t .9658| .68 10.0050
| ! i ! | i i i 0065 76, z 4 Final Wi (g) =
| ¢ : - .9985| . 73] 9.9780 o . i 1
5(1 o IJ 7’71!\) 9 oAj_c %]‘EZ') /"OA /5 MUN g?_&&, If”@ —A@lL.L.,,BL‘( DASEﬁbEZS : 0,9587] 6.71 ¥ %Friable = E I
: 3 1048-82 1000 0024 73 26.2]Initial Wt (g) =
] i » o + Easmm 9012 67 29.1 9.93 | :
I — N 990 67, 26.7|Final Wt (g) = fﬂ
- 9913 67, 273 9.9160
0.9957 8.69] 26.7 | %Friable = .
5 Pl P _ : _ To Page No._/#_ L ol
( | : - i il Z o rage No._— = || R AR ) . : .| . ToPage No.
B : D i H D I
Recorded by: ' ;t; /24 A Verified by: ate Recorded by: Dat Verified by: Date
A Batmrn (ofz57e oqzs [eﬁ» Q 24 .
NEN
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. N

/3, 0834 %cﬁf.hﬁ%\ N\S.w‘m % Y. N.W w\\qu = Sfy +* mﬁkmﬂm +> n\mwvmﬂ *
/4. mp\&m\N = \we?m\motw NS C L i Q L "
¢’ R AT DN 8.1382, “n %cuc? \FS%% Lar # €134 889)
Smpls  wy \gog lc m&.e%\)\? \nO\r Mb M, ,;h,cxm?‘\»wk?ﬁi . Q : . :
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Aze &.Em \&Ngﬂx&&%&ec 10 8c Aoaen = 0% | |

| g&s GRess 0T | %
- SR NG TNT : Lo ! “
A ST 1L ATIo,
_ i [ ]

AtedoStoly, SLide .,\a%mm‘\\ﬂ&oé §3_.$bm2u om \\\.\~ w\?ifr
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S L

X \\f @?Im Q\a &wm.%% ™ \m ?Er\x .mﬁ\sat.& {#e :“k_\of oM n«& ;
FurtcAsone  Feopansre \_\QM\P@\M&& (Lot #C[R4383)  caupue wss e,

A i

Bl FRex | oF Ay hcww@; ;%usi@m% SAMPLE . whS PREPAZD | ; >

yo_ 85l f1yprl TL - A .- EREENS PSRN S S S 4 WELL, L TO . Mix A4D Suspetn | lﬂi&kw.;&sm%,.w_ Jhe #RAYy prrscthcut ]
L : . S, COT . OFE THE MuBeR GLAST. ADITLE Aun Lok i %4[&@@&&

U

ad

vt Tre Siuptc wAS SBul. FoA O HOuR. k«?,mcﬁiixs Povl et
9\\\W L7 SoLINS  wETRE, _vnm.av%\mv% ) ; :
Lin subenpsrans saupie. adS wiesuesd wi A \b\z\\_?b e b

L S a4 (0L i?&m b A \5 STl x\e\g?x e
Samble ws .Trtﬂﬁro \_\b%&cﬂo L \q_&néc_ uz.qrrgﬂo& S%P

Twte SAMPLE w\&m \5 nﬁw&% QJF %osw \zo c&t@ .w Qv rmm ] AHSED | Tegeuh AN INTEX %:Ennduo _SERES. mh A\\x.f Yz ;«Y%EEN .r
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i | Ererer. .| THe prsuerinos | SAMPUE WHS | STIL OPARUE 4 17 \w LI ! IR ,
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; i ] . m\ﬁm WS Adped . uSIE_ AN \,s#wwa N THE SAMPLE wids | PLACED
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S ETRMELY DIFFICULT . km,vwsw Sl errre shmps prs hol S A j ]
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