




































Dissolution data and profile shown in Table 9 and Figure 4 refers to the microcapsules 

with coating level 20% w/w produced by scaling up the process. 

Table 9 Analysis of microcapsules with coating leve120%w/w 

Coating level 20% w/w 

EC 1.2% EP 
EC2%/EP2% 

2% 
DRT (min) (n=3) Sample 3 Sample 11 Sample 12 Sample 13 

1kg 3kg 3kg 3kg 
300 rpm 200 rpm 200 rpm 150 rpm 
% SD % SD % SD % SD 

5 15 1 21 I 20 1 19 1 
15 39 1 53 1 51 3 46 0 
30 66 1 79 1 79 2 75 1 
60 91 3 93 2 94 1 94 2 
120 96 3 94 2 95 1 96 2 

Assay (%) 
100.7 101.1 101.0 100.4 

(PQP-4H20) 
Water content (%) 7.2 6.4 6.4 6.4 

Table 10 and Figure 5 show the results of the characterization of sub-batches with coating 

5 level 20% w/w regarding the dissolution profile, the PSD and the assay and the results of 

"in vitro" dissolution profile, assay, PSD KF analysis, residual cyclohexane and residual 

epolene for final mixture (Sample 21= Sample 13+ Sample 14+ Sample 15+ Sample 16+ 

Sample 17+ Sample 18+ Sample 19). 

Table 10 Analysis of microcapsules with 20% w/w coating level 

ORT 
EC 2% I EP 2% - 150 rpm - 3 kg Reactor 

(min) Sample 13 Sample Sample Sample Sample Sample Sample 19 Sample 
(n::;;3) 14 15 16 17 18 21 n::;;6 

% SO % SO % SO % SO % SD % SD % SD % SD 
5 19 1 17 1 19 1 16 1 19 1 18 1 20 1 19 1 
15 46 0 40 1 45 2 41 2 47 1 44 2 49 1 47 2 
30 75 1 66 1 74 2 69 1 75 1 72 3 77 2 75 2 
60 94 2 89 1 93 2 92 0 93 1 93 3 95 1 94 2 
120 96 2 95 1 95 2 94 1 94 2 95 2 96 2 96 1 

Assay 100.4 NA NA NA NA NA NA 100.0 
(%) 

(PQPe4 
H2O) 
Water 6.4 NA NA NA NA NA NA 6.2 
content 

(%) 
Epolene NA NA NA NA NA NA NA 0.3 
(%w/w) 
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Sample 37 - - 23.7 23.3 - -(kg) 
Sample 38 - - - - 23.2 23.2 

{kg} 

3.2. Particle size distribution o/microcapsules prepared at industrial scale 

Analysis is performed on 25 g up to 50 g on stainless steel sieves. Table 16 and 17 report 

the results for the different batches. 

5 Table 16 Particle size distribution 

PSD Sample Sample Sample Sample Sample Sample Sample 
23 24 25 26 27 28 29 

> 5OO11m 0.4 2.2 1.3 1.2 5.3 3.4 1.2 
> 425 J-lm 4.2 1.6 2.3 1.6 4.8 1.5 1.4 
> 355 J-lm 16.9 4.4 5.0 7.4 8.5 5.4 4.4 
> 250 J-lm 50.4 19.0 17.2 22.6 28.7 25.2 39.7 
> 180 J-lm 19.4 38.3 30.6 36.0 34.1 39 36.7 
> 125 J-lm 5.4 27.2 32.3 25.6 15.7 20.9 14.6 
< 125 J-lm 3.3 7.3 11.3 5.6 2.9 4.6 2 

125 - 425 J-lm 92.1 88.9 85.1 91.6 91.8 90.5 95.4 

Table 17 Particle size distribution 

PSD Sample Sample Sample Sample Sample Sample 
30 31 32 33 34 35 

> 500 J-lm 3 3 1 1 1 1 
> 425 J-lm 3 3 1 1 1 1 
> 355 J-lm 7 7 17 18 11 13 
> 250 J-lm 36 31 27 25 24 21 
> 180 J-lm 35 37 41 44 50 47 
> 125 J-lm 13 16 12 7 11 13 
< 125 J-lm 2 3 1 4 2 3 

125 - 425 J-lm 94 94 98 95 97 95 

3.3. Characterization o/microcapsules prepared at industrial scale 

10 Different tests have been carried out in order to characterize of microcapsules. Tables 18 

and 19 report the results. 

Table 18 Analysis of piperaquine microcapsules (industrial scale) 

Microcapsule batch Sample Sample Sample Sample Sample Sample Sample 
23 24 25 26 27 28 29 

DRT in I Time 0/0 I SD 0/0 I SD %ISD %ISD 0/0 I SD %ISD %ISD 

23 

47.0 

46.4 




















