1. Granulados y Comprimidos de Ketoprofeno
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La figura 1 corresponde a una referencia de ketoprofeno, la figura 2 corresponde a granulado de
ketoprofeno y la figura 3 corresponde a comprimido de ketoprofeno, que incluye excipientes.

Preguntas:

1. ¢Elgranulado demuestra tener el polimorfo de ketoprofeno segun referencia?

2. ¢El comprimido demuestra tener el polimorfo de ketoprofeno segun referencia?

3. Sino se tuviera la referencia de ketoprofeno, cual seria el procedimiento para confirmar que se
trata de una muestra monofasica.



2. Polimorfos de Carbamazepina
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Table 1. Nomenclature of the Four CBZ Polymorphs®

Year Reference  Triclinic Trigonal = P-Monoclinie C-Monoclinic Method of Confirmation

1968 13 | — 111 — Melting behavior

1975 14 Cs Cao C: — PXRD, IR

1981 15,16 — — Monoclinic — Crystal structure

1984 17 111 11 I — PXRD, DSC

1984 18 11T II I — PXRD, DSC

1986 19 1 II, IV 11T — PXRD, DSC

1986 20 o — B — PXRD, DSC

1987 21 1 — 11T ° PXRD, DSC

1987 22 —_ =, Trigonal B —_ Trigonal structure, PXRD, DSC,

IR

1991 24 I — 111 — DSC, preparation

1991 25 Y o [3 — Preparation

1992 26 I — 111 — IR, melting behavior

1996 27 1 — 111 — PXRD

1997 28 Triclinic — — — Cell data, PXRD

2000 29 — o [ — PXRD, SEM

2000 30 1 - 11T - PXRD, DSC

2000 31 1 — 111 I PXRD, DSC, IR

2002 32 — — — IV, C-Monoclinic  Crystal structure
This study 1 II 11T v XRD, DSC, IR

“Each form was verified by the listed method as well as the method of preparation of each form.
"These forms are most similar to C-monoclinic CBZ, however, differences noted in the text exist.



Triclinic Trigonal
Form I Form II
/?E; - W v P
\R“ ;C-‘T::: \.("\ ;'L:‘}< '
SR $IRT N 1
MY Bet 5 T e o M——
s ‘%*Rj'f-zr Tl A Z i L ."}-}y} "C’j /
|I 4"’;‘10 R » R »"‘)j' AL Ry o T <R
[ 1R SECH 1 R =Y PR A R KR
3 3 Sl S S Pl S R TR
' L_)‘;; =34 N L)‘;\J 4 f /ry MRS -
lel‘ of SRS gz“ » ,HA 3 f ‘.\_5‘\ _&l\\ﬁ\. é_(—( -
-4 e bt y Ka( N b’ [ :,“ \ A ) o ) k. ‘
'I " e { .‘/t(\\\\ _T'J f \k; *f{\v: ﬁr"~ J 'I-l'_rJ v 3:1.(:" % L).'
| P 4R ) B R ?} g _)-?é ) &, 3\;(
l‘ 3 ﬁ:fu \\-'\! 2 h:,. f ‘-\{ / *R.\_ J‘S- -\ ?_(R‘\ \; / ,'~
\ - | / ™ 3 2 \ /
‘ o fg'::l/-' \7"}' -\x:,:o f}:{:rl&{; oo

P-monoclinic

Form I11

C-monoclinic
Form IV

TR I A B N A

Lot -0 o0 . § s B 1a8 s 0el ] 1. Jdal

tad

Triclinic
Form I

Trigonal
Form [1

R

P-monoclinic
Form [T

C-monoclinic
Form LV

]

2-theta



Table 2. Powder X-ray Diffraction Peak Positions and Relative Intensities of the Four
Anhydrous Polymorphs of CBZ

Triclinic Trigonal P-Monoclinie C-Monoclinic

(Form I) (Form II) (Form III) (Form IV)

20 Intensity 20 Intensity 20 Intensity 20 Intensity
) (%) ) (%) ) (%) ) (%)
7.92 45 8.68 57 13.14 87 12.93 51
8.63 14 13.26 100 13.71 41 13.42 29
9.37 56 15.00 20 14.26 34 14.11 100
12.28 100 18.56 64 15.03 47 15.18 35
13.15 87 20.07 86 15.36 100 16.42 31
13.98 47 21.12 14 15.93 65 17.21 27
14.52 26 22.89 24 17.17 35 17.89 79
17.40 25 23.43 18 18.69 60 19.09 17
18.39 51 24.54 82 19.56 85 19.61 16
19.99 94 25.55 23 20.56 64 21.01 26
21.48 22 26.61 20 20.85 44 21.27 35
22.92 37 28.41 33 22.07 29 21.79 43
23.30 27 29.31 20 23.45 53 22.28 25
24.07 31 31.04 19 23.99 49 22.64 23
24.95 33 32.69 12 25.00 92 23.22 51
25.44 23 26.40 24 25.21 11
25.93 24 26.87 57 26.19 18
26.27 23 2747 90 26.49 36
27.12 20 29.44 28 27.17 38
28.15 25 30.98 18 28.71 24
29.35 19 32.09 38 29.08 17
30.05 14 35.05 22 29.99 19
36.98 17 30.77 12
37.63 17 31.79 11
32.41 11
32.73 13
33.11 24
34.87 14
35.44 13
37.45 11
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Preguntas:

¢Cual es la forma cristalina que corresponde a los casos 1y 2?

¢Qué diferencia observa en las muestras incluidas en la Figura del caso 2?
¢Cual puede ser el origen en dichas diferencias?

¢Qué consecuencias puede tener en el analisis las diferencias encontradas?
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