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Unit Operation Process Parameaters

ARG 423 2HCH HZO. Avioe! R :

pH 101, ia\, ose monohydrate Eeeret it
313 Kool EXF. A0Sl Manuztly
ed fumaric acid :
<
\ Dry mixing Aain blade: 250 rpnt for 3 min
mm shear g,mnu fator) | Cross screw: 1800 rpm for 3 min
5 Main blager 400 rpm for 3.5 min
__________________________ N Cross screw: 1800 rpm for 3.5 min
\ Granulation Spray rate’ 88 gimin
| (high shear grcmu fator) | Spray pressure: §.2 bar
””””””””””””””” Wel massing: 1 min using same blade

and screw speeds

Drving
{Oven)

B0C for 3 howrs

Dry milling Speed: 1000 rpm
{nsm% ) Screen: 406

................................................................................. N o
. Car N \ Blending : Speed: 25 rpm
Pra-scresned AG-DESOL e ™ N g Ny ) N
i {Tumble blendery | Time: 4 min
S S,
spenad magnesiom S Lubrication Speed: 25 rpm
stearate U {Tumble blandary | Thoe: 4 min

Comprassion Speed: 25 rpm
{Rotar y Press} Tooling: 3437 SRC

Dedusting
{Dedusing

35 counts per 75
2o HDPE bottle
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CK-1827452 Milling

Comil U20
Material Screen: 7L0O32R  (~20-mesh)
aterials Impeller: 7C1601 Round Bar
Speed: 2000 rpm
CK-1827452 g Milled CK1827452
Citric Acid o] Screening
| S20-mesh
Hypromellose K100M I Screening
20-mesh
\ 4 A 4
MCC and Lactose Fast Flo »| Screening ) Dry Mixing, HS Granulator
20-mesh (Diosna P300)
3% Binder Solution: Pumping/ - . .
Purified Water ¢
Milling Wet Milling (Comil U20)
Drying L—» Fluid-bed Dryer (Niro MP4)
Milling [, Dry Milling (Fitzmill DAS 06)

Magnesium Stearate —+%%_erﬁg;”hg | » Blending/ Lubrication (4-5 ft> V-Blender)

Compression (Fette 2090, B-Tooled)

I

2bmg MR Tablets

FIGURE 2
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RAW MATERIALS UNIT OPERATION
AMG 423 2HCI. H,0, Avicel pH
102, Lactose monohydrate 316, | Screening
Methocel K100 M CR, Methocel | (US standard Screen)
K100 LV CR, fumaric acid ¥
Blending
(Tumble blender)
v
Lubrication
Pre-screened Mg stearate (Tumble blender)
v

Dry granulation
(Roller compactor)
v
Lubrication
(Tumble blender)

v

Compression
(Rotary press)

Pre-screened Mg stearate

FIGURE 3
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IR MTX-F1 MTX-F2

Potency 0.979 0.999 0.995
T (h)# 0.505-1) 3(1-12) 2.0(1-10)
C_  (ng/mL) 269 (30.7) 56.2 (27.6) 71.8 (28.9)

(138 — 449) (36.6 — 90.6) (48.3-139)
AUC _ (ng.h/mL) 2451 (20.0) 1972 (20.0) 2130 (30.0)

(1787 — 3565)

(1215 - 2930)

(1102 — 3849)

AUC.__(ng.h/mL) 2509 (17.1) 2142 (22.9) 2178 (30.6)
(1819 —3782) (1248 — 3120) (1176 — 4093)

t, () 19 (20.6) 21.7 (15.0) 18.5(24.9)
(12.2 -25.3) (13.7-26.5) (8.66 -29.1)

RBA -- 0.76 0.87

(rel to IR)* [0.71 - 0.81] [0.81 - 0.93]

data presented as median (%#CV) (range)

#: median(range)

RBA: relative bioavailability; * Geo mean (90% CI)

FIGURE 5
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