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EBETRELTEA

AZERE: :
BB EAMBEABER R BX80mg % 160mg  REHETHiE 320mg -
According to tests of a small random selection of API batches performed by this
manufacturer, the levels of NDMA detected range between 3.4 ppm to 120 ppm, with
an average of 66.5 ppm. According to the principles of ICH-M7, these levels raise
concemns, considering that NDMA belongs to the group of N-nitroso compunds.

BE2018£7 4 16 ERHENTEAEH2ZHEE - HEEIRBEES

N-Nitrosodimethylamine (NDMA) 120ppm
384mgNDMA/ Z#a k&% E = 0.64 mgkgbw/day

At present, the acceptability limit of the impurity in valsartan was tentatively designéted
as 0.3ppm according to the requirements of ICHM7, and further assessment was still
being conducted by EMA. ‘

B4 ICHMT st EF X > H EEAR B R2H/RE

TDso in Rat = 0.0959 mg/kg/day

0.0859 / 50,000 = 1.918 ng/kg/day

1.918 ng/kg/day * 50kg = 95.9 ng/person

Consuming up fo 96 ng NDMA/day is considered reasonably safe for human ingestion.
ARRAREHEFEAHDELAL > AHUEARB Ong K2 K% -

Information on non-neoplastic effects in humans and experimental animals associated
with exposure o NDMA is inadequate to characterize exposure-response.

Effects in the kidneys (including glomerulus dilatation and slight thickening of the
Bowman's capsule) were observed in mink receiving 0.2 mg NDMA/kg/day from the
diet (period not specified) (Martino et al., 1988).

N-Nitrosodimethylamine (NDMA) 120ppm

38.4mg NDMA /&8 &5 48 = 0,64 malkg bwiday(:2 &R0 8% K % & & FRREN

)
REANHER  AEBRAGENERENEES TRIEEELR
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-~ 107TE $2F ST H 40T £

107 % 2 % EH (=)
o FAEIEE D 4,123, 241, 630

F g 8 (B) 5, 457, 287, 058

107 # % 2 %

%47 - 47p 8 (C=A+B) 9, 580, 528, 688

=~ 107T# % 2F £ 47+ 2 g8 8cde™ &

b sl SRR ER B

(2) ek B (B) (2)
5 AR 62, 657, 353 1, 696, 430 4,975, 862, 518
Fra 589, 849, 447 163, 090, 926 5, 375, 127, 949
pRE 2,042, 962 - _
&3 654, 549, 762 164, 787,356 10, 350, 990, 467

2~ 107 %2F 8L 8 2 — SPRFFHEZ T8 E 4o !

% 5 e i 1T T poml g
106Q2 0.84016418 0. 85209246
107Q2 0.84641094 0. 85767661
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#25% 5L : RGBI1708R01 FPOEATHEE - SRBF L HEFSERP £ sleep dp o 107/10/31
107# % 2% HEILFHEDA432:107/04—107/06 itk p #:107/09/30 i3 = 1
L& 2 REFEFROHT Y
106# & % 106# & % 107# & % 107# & % 107# & %
“%%%W 2 & 4T FleM g1t & FAR ML EAT FIRrpst FEgAT & Ha
P OREF T (ZER) RBRY(ZER) R (ZER) RBFr(IER) F2Fhydp
(AD) (BD) (GO) (G (D)
=Alx(1+4. 624%)  =Blx(1+2. 622%) =G0+G1
1% 3, 822, 153, 238 4,959, 475, 070 3, 998, 889, 604 5,089, 512, 506 9,088, 402, 110
¥2% 3, 941, 009, 357 5,317, 852, 954 4,123, 241, 630 5,457, 287, 058 9, 580, 528, 688
%3% 4,147,157, 521 5,193, 027, 857 4,338, 922, 085 5, 329, 189, 047 9,668,111, 132
4% 4,281, 753, 959 5,203, 621, 842 4,479, 742, 262 5,391, 371, 807 9,871,114, 069
&3+ 16, 192, 074, 075 20,723, 977,123 16, 940, 795, 581 21, 267, 360, 418 38, 208, 155, 999
(o
L107# =2 & Fa FARPLEARIEF* (7 F5)G0)= 106# =4 & Fa FRAE P LSRG * (7 F7)ADxX(1+4. 624%) -
2.107T# 22 L FFRMLEIIRIER® (7 %?%* )( 1)— 106 =2 & % Fral Ld{rRar g » (3 ‘”* Y(BIx(1+2. 622%) -
JN0TE 2L L FRLEITEHRFL L FRLAF Y DD= 107222 L Fa FAKFLS %‘rFR%‘Z-%‘{ * (g EF)G0)+ 107 22 & F FIRM 251703
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#2385 . RGBI1T08R01 LA E - PR+ 8L A RE WP £ sieep g . 107/10/31
107# % 2% SRR H ED ARG 107/04*107/06 170k p #p:107/09/30 B = 2
SR TERREER B R E 2 ETEH S )
> EIEH =404, 000,000~
(- ?‘fj’vﬁfs AL TR 4 ﬁ&/ﬁéé*é :45, 000, 000( ¥ =28 )
(2B TR Y (Pre-ESRD) 2 s ¢ B3k & st &
F1F e &% g 51,169, 196
$2%e 4 mic: 52 860,688
53%F e % g 0
54F e v g 0
Wi bip = |~/8x 2 L% Bl = 104, 029, 884
(O RETREFR A A f %
F1lFe &% g 31, 415, 600
$2%< Lwmde: 30,397, 200
$3F e 4w mhd 0
FAF e L mhe 0
WA = 1~/8x ¢ Ak — 61,812 800
(2 )BALT % B 4 PSS TRA BB 4
S1Fe &% g 0
%2%F ¢ &% g 0
%3%F ¢ &% g 0
54F e v g 0
WA = 1A/Bx ¢ % Bk = 0
()83
$lEe v mie: 82,584, 796
$2%c 4% mic: 83,257,888
53%F e &% B 0
S4F e Lov B 0
WA — |~/8x ¢ A% @i — 165,842, 684
A R =2 EWE —RETRBR A PSS HRBE RS BEVETE (T FRE) -
= 404, 000, 000— 45, 000,000— 165, 842, 684= 193, 157, 316
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,T.L-u:;s/,,\ T & F K ¥ e B R £ o)t @ :Tﬁ;,g@, ¥l )2t
an K1) MD) (ND) 01) (P1) (N3) (03) (P3)
={JD+&1D) =(ND+(01) =(N3)+(03)
AL F 0 179,440,166 179,440, 166 0 54,541,449 54, 541, 449 0 27,135,538 27,135,538
*E AR 1,132,411 68,967, 256 70, 099, 667 286,271 20,558,071 20,844, 342 97,871 8, 416, 356 8,514, 227
PR A R 3,930,954 99,614,636 103, 545, 590 1,201,994 31,622,879 32,824,873 611,694 13,012,340 13,624,034
2 HAF 345,108 84, 319, 282 84, 664, 390 104,100 24,501,687 24, 605, 787 29,023 11,424,613 11,453,636
- A 341,096 104,191,204 104,532, 300 104, 065 28,647,408 28, 751,473 6,613 14,316,807 14, 323, 420
LEA R 0 10,108,399 10, 108, 399 0 3,219, 432 3, 219, 432 0 1, 399, 243 1, 399, 243
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2 Rt L*ﬁ_& =90%x @
B3 = 2.0%
(B) #5951 45 5 4 #5250 4
(z)'i'“’»f‘m”“r £
=>90%" #H 5 <3.5%
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SIRBRTF 2LALR T A 2
2~ & R
(Diekw Foprfafisd2p a2 Fpipéadhrd
EAR RN e T L %?P?og BXFERES LP o T a3
o BEfrREERE S VL TR 27 @Y FATICE
e (P3402C) 3 -
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%eGFR z. 3+ & :
1~ & #0-16% : # * #73xbed side Schwartz 2+ & 2 3¢
eGFR ml/min/1.73 m? (Schwartz)= 0.413 x (height in cm)+serum Cr ©
2~ ##& 16 v 1 op 96 & & 423512 Simplified MDRD 2 ;¢ % 2+
i eGFR 2 {53 2 5%
eGFR ml/min/1.73 m? (Simplified MDRD) = 186 x Scr **** x Age 4%
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(4) Mk Py 3 "R 4] & 100mg/dL 0™ » = B+ i 7y
) & 150mg/dL 147

(5) #&Fkm & HbAlc 4741 & 7. 5% ™ evt b o
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