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o 7bol=gele- AAANA FHst= @iﬂoﬂk] Sk FE I} 2E3] UehluA FE=are
UERHA] e ke EdAE S5}
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M) AN HE oir)7]9] 7ML Al a7 s AEAE A4S 993 FuAdan Zesh=

rr

2|54 k=% ZAAHTherapeutic drug monitoring,

A ohEwEAAdcte FAA, A, WeloldA 5 Amw: e o
(Primidone, Phenobarbital, Carbamazepine, Ethosuximide, Phenytoin, Valproic acid,
Barbiturate, Benzodiazepine, Digoxin, Digitoxin, Theophylline, Gentamycin,
Vancomycin, Methotrexate, Cyclosporine, Tacrolimus, Sirolimus, Haloperidol,
Amiodarone, Fluoxetine, Isopropranol, Propranolol, Sulfamethoxazole, Thioridazine,
Verapamil, Monoethyl glycine xylidide, Lithium Carbonate %) &% EUYE™H A} A

ARG 5= Al kot
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6. ZE2(Control/Control material)

weE Al ol =4

7. AYE2AH (Immunoassay)

BABA AY 7Fsd So| FAol FAE ol g wnT-AF B4

- GAE Aol BAS S45E PAbon AaRAMe 248 wi wAAE, 1A
e A, BAAE BE BN, FURA Tt FARA, @Y EE o)F T9),
FAH EE w@Ad PEY 5 ol

8. H"}o]o] ~(Bias)

AAE Aate] ol g oF 3188 7I=A] Abe] o] Aol

9. "ral &2 (Interfering substances)

AA EA8= WREA(d: g FAL A acidic polysaccharide 5) T &R-EA(4:
talc, &4 52 YA EE A AFE ol 4 e 24

10. BA(Calibration)
3 245kl 54 717Iv 53 Al&Ee] YEE 3 e 450y o
ofgh @ FFEEAH A&t @k Aleld BAIE FHeEE Ao 24

RA=ANA EAEE &2 2o AxdAoAM 2QlE A (limit) Wl

o] o

)\}\-—-Eq ’

b) BAEAL o7} = A4 5S40y FaEH SHAFA (traceability)S 7FAoF s},
c) BAEAY 2 48 zte RAEAL »A IS HAGEY AHLE 5 Q.

o

d) “dap’

o= WHOSF 18004 A=At I},



12. ¥4 52 (Analyte)
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Aol Fqshe AAke BA mE 7

13. AF& A] SFH A (in-use stability)

AzAA AT G718 AR olF AEA] AF mANA Ak KR W A

A

14. 238 A] ¢FA A (Storage stability)

HF HARJMEA) ZHlelA Alefe] Fa7]%

15. &% AAA A Y (Transport stability)
A% % =5 A Ve AW ET) AE Aol mXE gk s
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Thahe A

16. AAIZF ¢+AHA A (Real time stability)
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Sirolimus (Rapamune, rapamycin, Wyeth Pharmaceuticals, Collegeville, PA)&= 41%+
o]4 WA ARE gt W JA|SFEolt). Sirolimust wlAZZo|=A FAYEA
(Macrocyclic antibiotic)®  Streptomyces hygroscopicus HreE|g]ololl A AT},
Sirolimus= &% old W= (Rapa Nui)Q] B MZolA e HAFAa FAFAZ 7Y
k7] AlAFEE 1988 k=0l Sirolimus®] WAl 5] Wal Atk 1999\do] FDAE
Sirolimus& 217 o] ARREE9] oS 9J3A &7t

Sirolimust 54 A& AAAZ, 4% AAZFH 7|d8 IS E 2ol 55
(alloantigens)ell Wh-&-3hi= AME #EE& FAIg} Sirolimus+ immunophilin FK—2 %
G 120 Agtshar

o o] BgA= Eoly AxFr] =d dilE  (cell-cycle

regulatory protein TOR(mammalian target of rapamycin)®l] ZA3$3le] A4S A
3t mTOR A= AyH o= A¥XEF7] GloA S 29 AP AA|ste] A|EF

w4 T-YEye) BAg oA gt

=

off

g 48e): A A4 54 ALS obele] dsh gol AT,

.

% oA
x 73 A4 2] (Competition principle)
— 12k BE& AAgE AAE ¥ 9" 1449 Sirolimus o] A9} vt ARETAE

A g},

h S
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o oA

B oAES AGE o]57]7] (Sirolimus kit) ¥ ¥ Zghu]tA3E(Sirolimus

CalSet) o= Al ¥t}

1. A YA HFE 2] 57]7](Sirolimus kit)

ki Kk A% 74 Uy 54
DM [FRae A

1 Sirolimus kit @ R1 Aol gk oA Aok

@ R2  |FAe Fu@ 4 Aok

2Eds 33 A% 7 Juy 54
Level 1 AR AR A FAAZ Ao}
1 Sirolimus CalSet
Level 2 SEREXZ o] A s=AAZx Aok
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% A Al
1. A8 287]7]

ol e H| a1
" ek o g QAT Ee YR R A | (100 tests
- NE )
Streptavidin coated
T E . i ) 1 mg/mL | AAHTZ
microparticles
A== 2 2k A A
M = MES o HA 1xbmL
2+ kAl | bovine serum albumin e ARV A
BEA | ProClin300 A | QApaEA
Biotinylated Mouse
L S R RS
MFDS—-123)
1 Sirolimus R1 I
kit ¢kZ A |Phosphate buffer = e AApA | !
HEA | ProClin300 2 & AFATFA
HE-3- 1.2 4] |bovine serum albumin 2 2k ZFAVTA
P [t devae lobeled W10 g, | e
o} ==z i = 2k ZJAH A
RY k%A |Citrate buffer Sk A4 e
BEA | ProClin300 Ao | QA
HH-3- 1 24 | Sodium Chloride A e 2FAVTA
2. A=A F
oy
m}; B3 Hl| 3554 dAEE B AEY T T4 H] L
HA=4 |Sirolimus °F 5 ng/mL | AAFFA
SRL
Call HZEA  |Sodium Azide e AAMEA | 3x1.0mL
a
) Sirolimus tfE2 2~ | Human blood = e A2
Calset HAEZA | Sirolimus oF 40 ng/mL | AAFA
SRL
Cal2 HEA | Sodium Azide 2 & AFARTE | 1x3.0mL
a
v E=8] 2 |Human blood = 2k PANRT B
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CAREEA S FARI R wEl AN, AASF (A Rass 871k EFste] V)e),

= [e] = [e] )

o2 71A g}

% oAlr At AF(EDTA)ONA A1 Z8 2 (Sirolimus) S A7) 38k o 241
(electrochemiluminescence immunoassay: ECLIA)CS & A3, AlEdHF 2~

(Sirolimus) &% EUHY AR&st= A& om7]7].

7V, SAAEE dfg o2 AFEAH A (Instruction for user, IFU)o X4 o2 AAH Ae

714

 Fell AEe 540 st= Aee VIAlskE, FEAola etelH] W A Al 7AlA
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# oA

1284 uzle
1.1 &34 (Limit of Blank; LoB), <34 (Limit of Detection; LoD), A& 3FA (Limit of
Quantitation; LoQ)

— T34 0.7 ng/mL
— =S 1.2 ng/mL
— AZ3A: 2.5 ng/mL (F 3822 (total allowable error) <25 %)
THA, HAEFA 2 A A= CLSI(Clinical and laboratory Standards Institute)
EP17—A requirements®l] wz} A=At}
A= EA =] gle(analyte—free) AAEES Akl 5H4o2 54 (n=60)3}
AL 95 MRS gholth LoBE 95% FEE EAEZo] gl AV diEEs sXolsll
gt
HEM = THEA 2 Ase AAY RFHAE ngoz Adeg. gdEdids dE
2 de HA BAEE sE dfFEt. (95% gES 7 LoBEY & #h)
AFA= T 8t <25 = AgsA AFE  Adv= AA W EAEHY] FHA
Ekeol et

1.2 S8R
AEEe FFEES AN e] APNE F1% 23, 25 ~ 45 ng/mLolM  +/—
10%°] 31§ WA= A4l FAHH

2. 84 AH 5ol

2.1 nxpRk-&

CLSI A& EP7-A2E wet AALES 3t 5709 #HAA sirolimusE FEEE
spiking ot ¢, WA-HESE &NS FHILSEY] sirolimus WAMFE O] wARESA S 91

i), 1 Ak gee) meh P

AHHE  (ng/mL) A7}t #F(ng/mL, n=5) B 2= P LA} RE-G- A
41—0—demethyl—hydroxylsirolimus 0.0 0.0 0.0
7—0—demethyl—sirolimus 0.0 0.0 0.0
12—hydroxy —sirolimus 0.0 0.0 0.0
16—0—demethyl—sirolimus 0.0 0.0 0.0
39—0—demethyl—sirolimus 0.0 0.0 0.0
27-39—0~di~demethyl-sirolimus 0.0 0.0 0.0
Di—hydroxy —sirolimus 0.0 0.0 0.0

_22_



2.2 7vA
CLSI A EP7-A2 o we} Ase A2 AR 2474 P84S grtstict A4
HAAlol AR o= et SIF=ES ol nEd AXNE o= HUbsglY. AT

oA HEE Ht FFES 91% ~ 104% AT
Al skt AE e Al sket= AE sk
Acetaminophen 00 pg/mL Kanamycin B Sulfate 00 wg/mL
Acyclovir 00 pg/mL Ketoconazole 00 pg/mL
Allopurinol 00 pg/mL Labetalol 00 pwg/mL
Amikacin*2H20 00 pg/mL Lidocaine 00 pg/mL
Amphotericin B 00 pg/mLL Lovastatin 00 pg/mL
Apresoline 00 wg/mL Minoxidil 00 pg/mL
Azathioprine 00 wg/mL Mycophenolic Acid 00 pg/mL
Bromocriptine 00 wg/mL Mycophenolic Acid Glucuronid 00ug/mL
Carbamazepine 00 pg/mL N—Acetyl—Procainamide 00 pg/mL
Ceftriazone 00 pg/mL Nadolol 00 pwg/mL
Chloramphenicol 00 wg/mL Nicardipine 00 wg/mL
Chloroquine 00 wg/mL Penicillin G Na+ 00 wg/mL
Cimetidine 00 pg/mL Phenobarbital 00 wg/mL
Ciprofloxacin 00 pg/mL Phenytoin 00 pg/mL
Clonidine 00 pg/mL Prazosin 00 ug/mL
Colchicine 00 pg/mL Prednisolone 00 pg/mL
Cortisone 00 pg/mL Prednisone 00 pg/mL
Cyclosporine 00 wg/mL Primidone 00 wg/mL
Digitoxin 00 pg/mL Probucol 00 pg/mL
Digoxin 00 pg/mL Procainamide 00 pg/mL
Diltiazem 00 wg/mL Propranolol 00 pg/mL
Disopyramide 00 pg/mL Quinidine 00 wg/mL
Erythromycin 00 wg/mL Ranitidine 00 ug/mL
Fluconazole 00 pg/mL Rifampin 00 pg/mL
Flucytosine 00 wg/mL Spectinomycin 00 wg/mL
5—Fluorocystosine 00 pg/mL Tacrolimus 00 wg/mL
Furosemide 00 pg/mL Ticlopidine 00 pg/mL
Ganciclovir 00 wg/mL Tobramycin 00 pg/mL
Gemfibrozil 00 wg/mL Trimethoprim 00 pg/mL
Gentamicin 00 wg/mL Valproic Acid 00 ug/mL
Hydrocortisone 00 pg/mL Vancomycin 00 pg/mL
Itraconazole 00 wg/mL Verapamil 00 pg/mL
Kanamycin A Sulfate 00 pg/mL
FAHor ek B4 &
Triglycerides 1500 mg/dL
Hematocrit 15—-60 %
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Bilirubin 60 mg/dL
Total Protein 5 g/dL
gamma globulin 12 g/dL
Albumin 12 g/dL
Cholesterol 500 mg/dL
Uric Acid 20 mg/dL
HAMA 12.5 - 290 ng/mL
RF 500 TU/mL
EDTA 00

3. A4

A== CLSI(Clinical and Laboratory Standards Institute)®] ZZEZ(EP5—A3)e] ulz}

HoAE AAd 2 i F2E4 (controls)S AFESte] AAEYETE 219 ot 1Y 23] (run), 23]
"k (duplicate) (n=84). th5-9] AxE AQih

Repeatability Interm’efiiate
precision

Sample Mean SD CVv SD Cv

ng/mL ng/mL % ng/mL %

Human Sample Pool 1 1.19 0.123 10.3 0.130 10.9
Human Sample Pool 2 4.11 0.171 4.2 0.22 5.4
Human Sample Pool 3 13.2 0.314 2.4 0.436 3.3
Human Sample Pool 4 23.3 0.67 2.9 0.97 4.2
Human Sample Pool 5 29.6 0.716 2.4 0.838 2.8
control 1 2.62 0.133 5.1 0.181 6.9
control 2 9.57 0.265 2.8 0.347 3.6
control 3 16.9 0.358 2.1 0.584 3.4

4. AMH ¥H]aL (Method comparison)
100719] 73 AAE AFHE3sF] Sirolimus kit (y)2F LC—MS—MS method (x)& H|23}RS o,
o g Ast b,

Passing/Bablok

y = 0.992x + 0.319
r = 0.967
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