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Goal Lower Target Upper Weight

Particle size distribution, $ Minimum 5,00 5,00 50,00 1

a Flowability, sec Minimum 15,00 15,00 20,00 1
Untapped bulk density g/cm3 Maximum 0,34 0,37 0,37 1

Tapped bulk density, g/cm3 Maximum 0,37 0,41 0,41 1

Loss on drying, % Minimum 1,50 1,50 5,00 : 4
Hygroscopicity, $ Maximum 0,20 2,00 2,00 1
Flavonoid content, $ Maximum 0,10 1,00 1,00 :

PucyHok noarotoBneH aBTopamu no cobcTBeHHbIM AaHHbIM / The figure was prepared by the authors using their own data

Puc. S1, a. Kpumepuu 8bi6opa onmumMansHo20 cOCMAsa AAKMo3el U KpAxmana 8 2paHynsime
Fig. S1, a. Selection criteria for optimal composition of lactose and starch in granulate

Response Goal Lower Target Upper Weight
b Flavonoid content,$ Maximum 0,10 1,0000 1
Hygroscopicity, $% Minimum 2,0000 15,0 1
Loss on drying, $ Minimum 1,5000 5,0 1
Tapped bulk density, g/cm3 Maximum 0,37 0,4800 1
Untapped bulk density g/cm3 Maximum 0,34 0,4400 1
Flowability, sec Minimum 11,7€00 25,9 1l
Particle size distribution, $ Minimum 0,0475 0,3 1

PucyHok nogrotoBneH aBTopamu no cobcTBeHHbIM AaHHbIM / The figure was prepared by the authors using their own data

Puc. 51, b. Kpumepuu 86160pa onmumManbHO20 cOCMAsa MUKPOKPUCMANAUYECKOU Ue//Ii0/103b1 U IGKMO3bl 8 2paHyasime
Fig. S1, b. Selection criteria for optimal composition of microcrystalline cellulose and lactose in granulate

a

StdOrder RunOrder| PtType @ Blocks Mmcc Lactose Particle size dists ion, % ility. sec bulk density g/cm3 | Tapped bulk density. g/cm3 | Loss on drying. % Hygroscopicity, % Flavonoid content, %
] 1 1 1 MCC-CMC  Lactose 29,57% 1524 0,411 0,448 216 6,79 0377

1 2 1 1/ MCC 101 | Lactose 2491% 20,31 0,349 0372 2,50 672 1,000

2 3 1 1|/MCC 101 | Lactose+Starch 19,89% 18,33 0,365 0,387 2,14 521 0,381

5 4 1 1/ MCC 12 Lactose 22.06% 2258 0,349 0377 195 6,19 0.445

7 4 1 1/ MCC 200 | Lactose 11,07% 25,90 0,358 0.377 155 601 0.421

6 6 1 1|/MCC12 | Lactose+Starch 16,63% 1882 0383 0401 262 735 07

3 7 1 1/MCC 102 |Lactose 4,75% 2242 0,369 0393 209 6,54 0,656

8 8 1 1 MCC 200 |Lactose+Starch 21.49% 1891 0,350 0,396 3.02 528 0358

10 9 1 1 MCC-CMC | Lactose+Starch 19,79% 11,76 0,440 0,474 402 4,20 0,317

4 10 1 1/MCC 102 | Lactose+Starch 27.70% 18,08 0.341 0374 274 453 0,450

PucyHok noarotoBneH aBTopamu no cobcTBeHHbIM AaHHbIM / The figure was prepared by the authors using their own data

Puc. 52, a. Mampuua 3kcnepumeHma Ha nepgoli cmaduu paspabomku cocmasa epaHynsma. MCC - mukpokpucmanauyeckas yeantonosa; CMC -
Hampudli-kapbokcumemuauyennonosa;, M — kpaxman Kykypy3Hsili; G = Kpaxman KyKypy3Helli npexenamuHu3upos8aHHell

Fig. S2, a. Matrix of experiment for the first stage of granulate formulation development. MCC, microcrystalline cellulose; CMC, sodium
carboxymethylcellulose; M, maze starch; G, pregelatinized maze starch

b

StdOrder | RunOrder| PtType | Blocks  Lactose  Starch Type | Particle size di jon, % sec bulk density g/cm3 | Tapped bulk density, g/cm3 | Loss on drying. % Hygroscopicity, % Flavonoid content, %
3 1 o 1 50 50 M 40,66 15,70 0,363 0,394 373 444 0243
2 2 1 1 40 0 M 2237 15,65 03353 0,380 2,76 453 0,126
6 3 0 1 50 50 G 37,18 17.36 0354 0,398 347 412 0,137
1 4 1 1 60 0O M 11,76 191 0352 0399 2,06 551 0511
5 5 1 1 40 80 G 27.70 18,09 0341 0374 274 626 0.4%0
4 6 1 1 60 40 G 3597 17.89 0362 0,404 199 563 039

PucyHok noarotosneH aBTopamu no cobcTBeHHbIM aaHHbiM / The figure was prepared by the authors using their own data

Puc. S2, b. Mampuua 3kcnepumesma Ha emopoli cmaduu pa3pabomku cocmasa 2paHynsma. M — Kpaxman KyKypy3sHeil; G — Kpaxman Kykypy3Hbili
NpexenamuHu3Upo8aHHsil
Fig. S2, b. Matrix of experiment for the second stage of granulate formulation development. M, maze starch; G, pregelatinized maze starch
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PucyHok noarotoBneH aBTopamu no cob6cTBeHHbIM AaHHbIM / The figure was prepared by the authors using their own data

Puc. S3, a. lpaguku onmumu3ayuu Ha nepeoli cmaduu paspabomku cocmasa 2paHynsma. M — Kpaxman Kykypy3Heil; G — Kpaxman Kykypy3Hbili
npexenamuHu3upo8aHHsIl
Fig. S3, a. Optimization plots for the first stage of granulate composition development. M, maze starch; G, pregelatinized maze starch
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PucyHok noarotoBneH aBTopamu no cobcTBeHHbIM AaHHbIM / The figure was prepared by the authors using their own data
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Puc. S3, b. paguku onmumu3sayuu Ha emopoli cmaduu paspabomku cocmasa 2paHyasma. M — Kpaxman Kykypy3sHeili; G — Kpaxman Kykypy3Hsili
npexenamuHu3uposaHHsili
Fig. S3, b. Optimization plots for the second stage of granulate composition development. M, maze starch; G, pregelatinized maze starch
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PucyHok noarotoneH aBTopamu no cob6cTBeHHbIM AaHHbIM / The figure was prepared by the authors using their own data

Puc. 54. fluaepamma Ucukassl puckos 015 kayecmsa 2ycmozo 3kcmpakma. JIPC — nekapcmeeHHoe pacmumessHoe Cbipbe
Fig. S4. Ishikawa diagram of risks for quality of thick extract. PRM, plant raw material
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PucyHok nogrotoBneH aBTopamu no cob6cTBeHHbIM AaHHbIM / The figure was prepared by the authors using their own data

Puc. S5. lugepamma Ucukassl puckos 015 kayecmsa meepobix wenamuHosbix kancyn. TXK — meepdbie xenamuHosbie Kancysbl
Fig. S5. Ishikawa diagram of risks for quality of hard gelatin capsules. HGC, hard gelatin capsules



