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ȍ ᴍȎ 

ᴍҹ Ȃ 

4̔-((2S,4R)-4



̔ ԋ ῍ ȁӲ ȁ֜ ȁ

ȁ ╕̂ ̃Ȃ 

ȍ Ȏ 

ҹ ̆ Ȃ 

ȍ Ȏ 

ԍ ᵣ └╕

̂PNH̃ ֲ Ȃ 

ȍ Ȏ 

100 mĝ C26H27D3N2O3 ̃Ȃ 

ȍ Ȏ 

╕ ҹ 200 mğ ̆ ѿ Ȃ Ҍ Ȃ 

ѿ╕ ╕ ̆ ѿ╕̂ ᶏҍҊѿ ⅞

̃̆ Ȃ 

PNH ѿ Ȃ ҳ ̆ ↕Ҍ

̂ ȍ Ԋ Ȏ̃Ȃ 

ᶭ׆  

ֲ PNH ᶭ׆ ץ̆ ᵞ

̂ ȍ Ԋ Ȏ̃Ȃ 

ֲ ̔ 
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ᾙ  

ԍ 18 Ҋץ ҳ Ȃ 

ֲ 

╕ ̂ ȍҳ Ȏ“ ֲ ” №̃Ȃ 



ȍҌ Ȏ



MedDRA №  Ҍ  №  NÁ)·�62« 



ῤ̆ Ả Ȃҳ ҩᵣ ᵀ ҳ

ӈ̆ Ȃ 

Ҙ  

PNH ҳ Ҭ̆῍ 9 ᶛ̂5.8%̃ ₮ Ҙ

̆ ҹ 1 2 Ȃ ̆Ҙ

ҩ Ḡ ̆ 24 ⌠Ҙ Ҭᵝ

2.00 U/LȂ 

ȍ Ȏ 

¥ ᴍ ᴋᵥ Ȃ 

¥ ╠ ̂

ԍ Ҥ ̃Ȃ 

¥ ̂ ȁ B

̃ Ҥ Ȃ 

ȍ Ԋ Ȏ 

Ҥ  

ᶏ ᵣ └╕̂ ̃ ᶏҩᵣ ԍ Ҥ ȁ

Ȃҹԅ ᵞ ̆ ̂

̃ Ȃ B ̂ ̃̆

Ȃ 

╠ 2 Ȃ ╠

ᶏ ̆ ̆ ׆ ̆

2 Ȃ 

̆ Ȃ 

ᵞҤ ̆p Ҍ Ḡ ῃ ᾧȂ ғ

ԇ Ҥ̆ Ȃ

Ҥ ᵣ Ȃ ᵌ ̆ ᵀ̆

ԇ Ȃ ᵀ ̆ Ҥ ᶏ Ȃ 

Ả PNH  

ῒז ᵣ └╕ѿ ̆PNH Ả Ҥ Ȃ PNH ҳ



156 ᶛ Ҭֽ̆ 1 ᶛ ╠ ₮ Ả̆

⌠ Ӳ ̂LDH̃ ҉ ̆ ѿ Ҋ ȂPNH Ả

Ȃ Ả ̆ Ҋ ̆ ѿ

2 ῤ ℗ ᵣ Ȃ ֓ LDH ᵄ

PNH ᾥ ᶛ ᵞȁ Ꞌȁ ȁ ȁ ȁҺ

Ҍ Ԋᴆ̂MAVẼ̂ ̃ȁ + ⱳ ȂҌ

Ả ̆ Ả ̆ ᵀҊᴨᾢ ℗ ῒז ᵣ

└╕ ף Ȃ 

Ả ̆ ᶏ Ȃ₮ ̆

ԍ ̆ ῤ ‏ ̂AST ᴪ̃ ⌠ Ҭ̆

Ҭ AST ₮ Ẋ Ȃ ̆ Ҭ LDH Ӟᴪ ̂ ⌠

ṿ Ṑ̃Ȃ ̆ ₮ AST ̆ Ҙ ̂ALT̃ȁâ-

̂GGT̃ȁLDH № ̆‰ № Ẋ

ᴴ̆ ᾧҌ Ȃ 

 

PNH ᵣ └╕ Ҭ ֓ ’Ҋ ᴪ

̂BTH̃ Ȃ 156 ᶛ Ҭ̆῍ 3 ᶛ̂1.9%̆2.0/100 ֲ

̃ 4 ᶛ BTH̆ 3 ᶛ ΐ ̆

̂1 ᶛ̃ȁ ̂2 ᶛ̃Ȃ ԊᴆҬᵝ ҹ



̆ ℗ Ҋ Ȃ 

156 ᶛ Ҭ̆ 5 ᶛ ₮ ῤҊ

≥20g/L̆ ҹѿ ғҌᵄ LDH ̆Ҍ BTH ῖ ̆ῒ

̔Ῥ ȁ ȁῃ

⁞ Ả Ȃҳ Ҭ ₮ ῤ Ҋ ̆

ҳ ȁ ȁ ≢Ȃ 

ᵞ 

ᵞ ҍ  PNH ℗ ῏̆ ῒ Ῥ

’Ҋ̆ ȂҤ ᵞ ⱴ ₮ ̆

Ҋ ’̆ ῒ ╠

ᵞғ Ῥ ’Ҋ̆ ῏ Ȃ 

ȍ Ӳ Ȏ 

 

╠ ᶏ ҳ ̆ ₮ ȁ

֟ ῒזҌ ᵣ ᾙ ῏ Ȃ 

ᾮҬ ꜚ ̆ ԇ

╕ Ҍᴪ ה Ȃ ԍ AUC̆ ╕ ԍֲ

╕ ̂MRHD 2̃00mg ѿ 8.5 Ṑ̂ ̃ 5.8 Ṑ̂ᾮ̃̂

ȍ Ȏ̃Ȃ 

PNH ֪ ᾙ ῏ P̆NH ῏ ᵣҌ

⁞ ȁ Ԋᴆȁ ȁ₮ ȁ ֟ ᵣ ֙ ⱴ̆ ῏

ᾙҌ ֟Ȃ ᵀ ̆ ⅞

Ҭᶏ Ȃ 

Ӳ  

Ҍ ᴪ ֲӲ ҬȂ Ӳ Ῑ ᾙ

Ӳ Ȃ 

Ӳ Ῑ ᾙ ẫ ץ ᵣ ҳ ȁ

ᵣ Ӳ Ῑ ᾙ ᴋᵥ Ҍ ̂ᶛ ̆ Ҥ

̃ѿ ῀ Ȃ 



 

Ȃ ľ ĿȂ 

ⱬ 

ֲ ⱬ Ȃ ҳ ̆

ⱬ ̂ ȍ Ȏ̃Ȃ 

ȍᾙ Ȏ 

ԍ 18 Ҋץ ҳ Ȃ 

ȍ Ȏ 

156 ᶛ Ҭ̆ 5 ᶛ̂3.2%̃ ≥65 Ȃ ≥65

<65 ӊ ᵣ ῃ Ȃ ῀ 65

҉ץ ̆ ῒ ҍ Ҍ Ȃ 

ȍ ԑᵬ Ȏ 

CYP2C8 └╕ 

ᶏ CYP2C8 └╕ ̆ Cmax AUC0-inf №

≢ ⱴ 7% 85%̆ ҳ ӈ Ȃҳ ҉ҍ CYP2C8 └╕

╕ Ȃ 

CYP2C8 ╕ 

ҍ CYP2C8 ╕ ҳ ȂPBPK

ҍ CYP2C8 ╕̂≠ ̃ ̆Cmax AUC0-inf №≢Ҋ 0.107%

65.5%̆ Ҧ ᵞȂ ҳ ̆ ⌠

ᵞ̆↕Ả ᶏ CYP2C8 ╕Ȃ 

ȍ Ȏ 

῏ֲᵣ Ȃ ҳ ̆ ╕

375mğ Ȃ ẫ Ҭ̆ ╕ ҹ 600mg Ҋ

Ȃ 

₮ ̆ Ⱶֲ Ȃ ̂ ̔

ῤ ̆ ҳ ץ̆ ҳ ’ ԇ

̃Ȃ 

ȍҳ Ȏ 



ᵬ └ 

ȍ Ȏ ῏ῤ Ȃ 

 

ẫ ̆ ᵣ

└ᵬ Ȃ ᵣ └╕ PNH Ҭ̆

200mg ѿ 4 ̆ ᵣ ̂AP̃ ᵞ

88.11%̆ 24 ̆AP ᵞ 76.98%Ȃ 

ᵣ └╕ PNH Ҭ̆ 200mg

ѿ 1 ̆ ⌠ ̂Hb̃ ץ ̆ Hb

̆24 Hb Ҭᵝṿ ⌠ 128 g/L̕ 1 ̆ ⌠

Ҋ ̆ Ҋ ̕ל 1 ̆ ⌠Ӳ ̂LDH̃

Ҋ ̆ 2 LDH ᵞ>85%̆ Ҋ ל 1̆8

24 4 Ҭ 3 └̂ LDH≤1.5 Ṑ ULÑ

ᶛ 92%Ȃ 

C-QT № ̆ 7230 ng/mL ῤ∆∆QTcF 90% CI

҉ ԍ 10ms̆ ⌠ ҳ ӈ QTc Ȃ 

ⱬꜚף  

ẫ̔ 50~600 mg ̆ ╕

Ҭᵝ Tmax ҹ 3.50~4.00 hȂ 200mg ѿ Ҋ̆ 7

⌠ ̆Cmax AUC №≢ҹ 1.64 1.84Ȃ 

ҍ ẫ̆ C̆maxȁAUC0-t AUC0-∞№≢ҹ

108.05%ȁ98.73% 97.86%̆ Cmax AUC

Ȃ 

№ ̔ẫ 200mg ѿ ̆ №

ҹ 102 LȂ ῃ 0.646~0.851 ӊ ̆

ῒ ῏ Ҍ ῀ Ȃ 

ף C̔YP2C8 Һ ף Ȃֲᵣ

̆ Ҭֽ ⌠ ̆ Ҭץ N- ̂M13̃



ҹҺ̆№≢ 12.7% 6.26%̆ ḂҬץ ȁ ̂M3-2̃

̂M2-2̃ҹҺ̆№≢ 36.8%ȁ15.8% 9.70%Ȃ 

̔ẫ 200 mg



ᵣ  

ᵣ ⱬꜚף № ̔ҍҬᵝᵣ 65kg ̆5th
 ᵣ

̂



 
 

(N=37) 

ᶭ  

(N=36) 

 ( )1 
41.4(13.0) 

[18,70] 

40.1(9.8) 

[22,61] 

≢ 

 

 

 

14(37.8) 

23(62.2) 

 

22(61.1) 

14(38.9) 

 ( )2 7.1(5.1) 7.3(5.9) 

(g/L)2 75.5(14.8) 73.0(14.6) 

LDH ̂U/L̃2 1982.2(864.9) 1774.8(750.3) 

̂109/L̃2 238.4(83.7) 247.8(114.1) 

PNH ᾥ ᶛ̂%̃2 55.0(23.6) 59.4(20.1) 

Ῥ ̆n% 12(32.4) 16(44.4) 

╠ 12 ҩ ῤ ѿ ̆n% 18(48.6) 20(55.6) 

╠ 6 ҩ ῤ ѿ ̆n% 18(48.6) 17(47.2) 

╠ 12 ҩ ῤ Һ Ҍ Ԋᴆ

̂MAVẼ̆n% 
1(2.7) 1(2.8) 

̔1 ṿ(SD) [ ṿ, ṿ]̕2 ṿ(SD) 

Һ ҹ 2 ’Ҋ̆ 18 24

4 Ҭ 3 ⌠≥120g/L ᶛȂ ̔

18 24 ≥20 g/L̂ ̃ ᶛȁ

ȁ FACIT- Ꞌ №

Ȃ 

3 ҹ HSK39297-301 ҳ Ȃ 

3 HSK39297-301 Ҭ PNH 24  

 

 

(N=37) 

95%CI 

ᶭ  

(N=36) 

95%CI 

 

̂95%CĨ 

P ṿ 

Һ  

2

’Ҋ̆ 18 24

4 Ҭ

3 ⌠≥120g/L

ᶛ(%)1,2,3 

22/37 

59.5 

(43.2, 75.7) 

3/36 

8.3 

(2.8, 19.4) 

51.1  

(32.1, 70.0) 

P<0.0001 

4 



 

 

(N=37) 

95%CI 

ᶭ  

(N=36) 

95%CI 

 

̂95%CĨ 

P ṿ 

2

’Ҋ̆ 18 24

4 Ҭ

3

≥20g/L ᶛ(%)1,2,5 

34/37 

91.9 

(81.1, 100) 

20/36 

55.6 

(38.9, 72.2) 

9.2 

(2.3, 35.9) 

ṿ

(g/L)



ȍ Ȏ 

ᵬ  

ѿ ᵣ B̂ FB̃ № └╕̆ └

FB ׆ ̂AP̃ ҍ ᵣ ̆ └ ҩ ᵣ

̆ ⌠ ᵣ׃ ῏ ᵬ Ȃ 

 

ᴰ  

 Ames ȁҬ ד ᵣ

ҹ Ȃ 

 

ⱬҍ Ҭ̆ ԇ  50ȁ

150ȁ450 mg/kg/ ̆ ֜ ╠ 28 ֜ 14 ̆ ꜚ ֜

╠ 14 GD7 ̆ ⱬ Ȃ 450 mg/kg ╕ ץ]

mg/m2 ̆ ԍֲ ╕ ̂MRHD̃ 21.6 Ṑ]Ҋ ⁞ ȁ

ҡ Ȃ 

- ה Ҭ̆ ԍ GD6-17 ԇ

 30ȁ100ȁ300 mg/kg/ ̆ 300 mg/kg ╕ ץ̂ AUC ̆ ԍ MRHD

8.5 Ṑ̃Ҋ̆ ה ᵩ / ̆

/ Ȃל ᾮ - ה Ҭ̆ ᾮԍ GD6~19 ԇ

 60ȁ120ȁ300 mg/kg/ ץ̂ AUC ̆ ╕ ԍ MRHD 5.8

Ṑ̃̆ ᵣ - ה Ȃ 

֟ Ҭ̆ ԍ GD6-PND21 ԇ

 50ȁ100ȁ300 mg/kg/ ̆ ᵣ Ȃ 300 mg/kg ╕ ץ̂ AUC ̆

ԍ MRHD 6.2 Ṑ̃Ҋ̆F1 ף ᵣ ᵞȂ 

̆ Ӳ № Ȃ 

 

rasH2 26 Ҭ̆ ԇ  60ȁ120ȁ

300 mg/kg/ ץ̂ AUC ̆ ╕ ԍ MRHD 6 Ṑ̃̆ Ȃ 

ȍ Ȏ 



̆Ҍ 25℃Ḡ Ȃ ᾙ Ҍ Ȃ 

ȍ Ȏ 

Ә / Ә / Ẓԋ Ә ᵣ Ȃ14 /

̆2 / ̆1 / Ȃ 

ȍ Ȏ 

18 ҩ  

ȍ ‰Ȏ 

YBH20192026 

ȍ ‰ Ȏ 

 

ȍ҉ ֲȎ 

    ̔ └ Ὲ  

Ύ ̔ ң ֟ҙ ≠ 136   

̔611130 

̔028-67250535 

̔400-888-7653 

    ̔http://www.haisco.com 

ȍ ֟ᴑҙȎ 

ᴑҙ ̔ └ ̂ ̃ Ὲ  

֟ ̔ қ 53  

̔620000 

̔028-38787378 

ᴰ ̔028-38787272 

    ̔http://www.haisco.com 
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