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Summary

The Japanese Pharmacopoeia 18th edition has contained the general rules that drugs should be
appropriately controlled within the acceptable limits in accordance with the elemental impurity
test method<<2.66>. After this announcement, except for a few cases, the drugs in the market
will be required to be managed under the Elemental Impurity Test Method <2.66>. Elemental
impurities may be contaminated in drug substances, additives, catalysts during synthesis, reaction
vessels, etc., and the evaluation of these potential elemental impurities is an important issue.

In the elemental impurity test, it is important to completely decompose the drugs into a solution
by microwave decomposition method. We have established the standard decomposition method
using nitric acid and hydrochloric acid in the previous studies. We also found that hydrofluoric
acid was useful to decompose the drugs that contained a large amount of inorganic substances.

However, in the most difficult situation to decompose the drugs, it is necessary to establish
the special decomposition method such as adding hydrogen peroxide, which is an auxiliary
oxidizing agent, or setting a long decomposition time. The celecoxib tablets, that are nonsteroidal
anti-inflammatory and analgesic drugs, cannot be decomposed by standard methods or using
hydrofluoric acid method. Therefore, a new decomposition method was established. In addition,
we report the elemental impurity test method using ketotifen capsule tablets, that have not been
studied so far.
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ICH/USP Oral Target Elements Standard A

Cd, Pb: 5 ppm, As: 15 ppm, Hg: 30 ppm

ICH/USP Oral Target Elements Standard B

TIL: 8 ppm, Co: 50 ppm, V: 100 ppm,
Ag, Se: 150 ppm, Ni: 200 ppm

®3. RERRDORE

~ B B L~V BT (ng/mL = ppb)

75 A TR : : = :
0] (L)1) 05] (L~X)2) 1.0] (LX)L3) 15] (L~X)L4)

As 0 54 10.8 16.2
| Cd 0 1.8 3.6 54
Hg 0 10.8 21.6 324
Pb 0 1.8 36 54
\% 0 36.0 720 108.0
2A Co 0 18.0 36.0 54.0
Ni 0 72.0 144.0 216.0
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SR/ H #=EE (ppb)
Te 25,000
Sc 10,000
Ge, In, Lu, Bi 5,000




®5. ELAF I THROTHETHMOIRER

\% Co Ni As Cd Hg Pb
L axy TSR OBERE (ng/mL) 0.00 0.01 0.35 0.01 0.01 0.12 0.05
tlLaF T 7EPOEFIEE (ng/g) 0.00 1.39 4861 1.39 1.39 16.67 6.94
FRIRE (ng/g) 10,000 5000 | 20,000 1,500 500 3,000 500
TIEDERERH BRI e A5 R (ng/mL) 80.20 3871 | 156.09 12.65 3.79 23.96 394
IMEIPGAER R EH (ng/mL) 72.00 36.00 | 144.00 10.80 3.60 21.60 3.60
R (%) 111 108 108 117 105 110 108
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2. 3 PBEBROBE
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RT1. RERRDRE

_ . MEM LX)V BAZ (ng/mL = ppb)
7 A IV S : : : :
0] (L)L) 05] (L~NL2) 1.0] (LX)L3) 15] (L~X)L4)
As 0 2.55 51 7.65
| Cd 0 0.85 1.7 255
Hg 0 51 10.2 15.3
Pb 0 0.85 1.7 255
\Y% 0 17 34 51
2A Co 0 85 17 255
Ni 0 34 68 102
R4. FNFTIoATRIVOTA VOKESHE
TVbKFRERL (B), 7vbkFEHY (B)
£R8. FNFTIUHTRIDRERBERZER
\% Co Ni As Cd Hg Pb
et 1] (ng/mL) 34.00 17.00 68.00 5.10 1.70 10.20 1.70
AR 1]
3l O (ng/mL) 3240 16.20 65.26 5.15 1.67 10.28 1.69
IIEAEHAL 1]
3 [l O (ng/mL) 32.38 16.21 65.71 544 1.70 1045 1.71
A & D LLiREE (%) 100 100 101 106 101 102 101
EM 08 ] (ng/mL) 27.20 13.60 54.40 4.08 1.36 8.16 1.36
RIEEHARL 03]
3 [ 5E DM (ng/mL) 26.69 1350 54.10 4.29 1.35 8.59 1.36
mHEE & D ILEEIA (%) 82 83 83 83 81 84 81
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