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Claims: 

1. A method for manufacturing tablets by a dry direct tableting, 

wherein the method includes step (a) of blending a dispersant 

and optionally a solubilizing agent into acetaminophen having 

a particle size distribution that d10 is 5 to 300 pm and d90 

is 200 to 900 pm; step (b) of blending additives other than the 

dispersant and a lubricant; step (c) of blending a lubricant; 

and a step of carrying out deagglomeration and/or sizing to 

disperse and make adhere the additives in and onto the surfaces 

of the acetaminophen particles and the step is performed at 

least one time subsequent to any one step selected from steps 

(a) to (c). 

2. The manufacturing method according to claim 1, wherein the 

acetaminophen has the particle size distribution that d10 is 

10 to 200 pm and d90 is 250 to 800 pm. 

3. The manufacturing method according to claim 1 or 2, wherein 

the dispersant is hydrated silicon dioxide or light anhydrous 

silicic acid. 

4. The manufacturing method according to any one of claims 1 

to 3, wherein the solubilizing agent is macrogol or sodium 

lauryl sulfate. 

5. The manufacturing method according to any one of claims 1 

to 4, wherein microcrystalline cellulose is included in the 

additives to be used in step (b). 

6. The manufacturing method according to any one of claims 1 

to 5, wherein step (b) includes step (b-1) of blending an 

insoluble additive and then adding water; and step (b-2) of 

optionally blending a water-soluble additive. 

7. The manufacturing method according to claim 6, wherein the 
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addition ratio of water is 0.3 to 2.5% by weight relative to 

100% by weight of the tablet. 

8. The manufacturing method according to claim 6 or 7, wherein 

at least microcrystalline cellulose is contained as the 

insoluble additive. 

9. The manufacturing method according to claim 8, wherein low 

substituted hydroxypropylcellulose or crospovidone is further 

contained as the insoluble additive. 

10. The manufacturing method according to any one of claims 1 

to 9, wherein the deagglomeration and/or sizing is carried out 

at least one time subsequent to step (a). 

11. The manufacturing method according to any one of claims 1 

to 10, wherein a sustained-release base material is included 

in the additives to be used in step (b). 

12. The manufacturing method according to claim 11, wherein the 

sustained-release base material is at least one component 

selected from hypromellose, a carboxyvinyl polymer, and 

carboxymethylcellulose sodium. 

13. The manufacturing method according to claim 11 or 12, 

wherein the deagglomeration and/or sizing is carried out at 

least one time subsequent to step (b). 

14. A method for manufacturing a premix drug substance, wherein 

the method includes the steps of blending a dispersant and 

optionally a solubilizing agent into acetaminophen having a 

particle size distribution that d10 is 5 to 300 pm and d90 is 

200 to 900 pm; and then carrying out deagglomeration and/or 

sizing to disperse and make adhere the dispersant, or the 

dispersant and the solubilizing agent in and onto the surfaces 

of the acetaminophen particles. 
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15. The manufacturing method according to claim 14, wherein the 

acetaminophen has the particle size distribution that d10 is 

10 to 200 pm and d90 is 250 to 800 pm. 

16. The manufacturing method according to claim 14 or 15, 

wherein the dispersant is hydrated silicon dioxide or light 

anhydrous silicic acid. 

17. The manufacturing method according to anyone of claims 14 

to 16, wherein the solubilizing agent is macrogol or sodium 

lauryl sulfate. 

18. A method for manufacturing tablets, wherein the method 

carries out a dry direct tableting of powder obtained by a method 

including step (a-1) of blending a dispersant in an amount of 

0.1 to 3% by weight into acetaminophen in an amount of 75 to 

95% by weight relative to 100% by weight of the tablet and 

carrying out deagglomeration and/or sizing to disperse and make 

adhere the dispersant in and onto the surfaces of the 

acetaminophen particles; step (a-2) of blending a solubilizing 

agent in an amount of 0 to 0.8% by weight relative to 100% by 

weight of the tablet and carrying out deagglomeration and/or 

sizing to disperse and make adhere the solubilizing agent; step 

(b-1) of blending an insoluble additive and then adding water 

and carrying out deagglomeration and/or sizing to disperse and 

make adhere the insoluble additive; step (b-2) of blending a 

water-soluble additive; and step (c) of blending a lubricant. 

19. The manufacturing method according to claim 18, wherein the 

addition ratio of water is 0.3 to 2.5% by weight relative to 

100% by weight of the tablet. 

20. The manufacturing method according to 18 or 19, wherein the 

solubilizing agent is macrogol, sodium lauryl sulfate, or 

polysorbate. 
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21. A method for manufacturing a premix drug substance, wherein 
the method includes blending a dispersant into acetaminophen 
in an amount of 0.1 to 3% by weight relative to 100% by weight 
of the premix drug substance; and then carrying out 
deagglomeration and/or sizing to disperse and make adhere the 
dispersant in and onto the surfaces of the acetaminophen 
particles. 

22. The manufacturing method according to claim 21, wherein the 
dispersant is hydrated silicon dioxide, light anhydrous silicic 
acid, or talc. 


