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HEPEJIIK YMOBHUX ITO3HAYEHb, CUMBOJIIB, OAUHUIb,
CKOPOYEHbD I TEPMIHIB
DY — JlepxaBHa dapmakoness YKpaiHu
€® — €Bporneiicrka Gapmakornes
BP — bpurancbka ®@apmakomnes
JP — SInonceka ®apmakornes
MO3 Vkpainu — MiHicTepCcTBO OXOPOHU 310pOB’sl YKpaiHH
BOQO3 — BcecBiTHs oprasizaliis 0XOpOHH 370pOB’ s
DY — [lepxaBna dapmakoness YKpaiHu
€® — EBporneiicrka Gapmakornes
€C — €Bponelicbkuii Coro3
A®I — akTuBHUY apMaleBTUYHUHN THTPEIEHT
Y — indpauepBoHMii criekTp
YO criektp — ynbTpadioaeTOBUIN CIIEKTP
THIX — ToHKomapoBa xpoMarorpadis
®C3 — hapmakoneHU CTaHAAPTHUM 3pa30K
Po3uun S — po3uun cyOcTaHiii
MKJI — MIKPOJIITPH
MT — MUTITpaMu

HM — HAHOMETPU



BCTYII

AKTyaJIbHiCTh TeMHU. 3 MIJABUIIECHHSIM PIBHS BUMOT JO SIKOCT1 JIIKAPCHKUX
3ac00iB Ta TMOSBOI0 HOBHUX JIIKAPCHKHX (OPM, TOCTA€ TMUTAHHS YIAOCKOHAJICHHS
ICHyIOUMX METOJMK Ta pPO3POOKH HOBUX, CAME€ TOMY pPO3poOKa IHAMBIAYaJbHOI
METOMUKH 1eHTHdIKaIii Ta KUIbKICHOTO BMICTY I1HJAOMETAIlMHY METOJA0M
yinbTpadioneToBoi crnekTpooTOMETpii B TBEpPAHMX JIKAPCBKUX (opmax €
aKTyalbHOIO.

BupoOHuUITBO NiKapchkuX 3ac001B MOYAIOCh 1€ 3 MOMEHTY HE3aJIeKHOCTI
Vkpainu, a Tounime 3 1991 poky. 3 Toro wacy VYkpaiHa mnouana po3BUBATU
dbapMaleBTHUHY TaTy3b Y BIIMOBITHOCTI 0 €BPONEHCHKUX BUMOT, 1 HUHI pO3po0Ka
Ta BUPOOHUITBO JIIKAPCHKUX 3aco0IB MepellulM Ha HOBUM piBEHb, CTaBILIU
HE3aMIHHMM  HamnpsMKoM. Brepiie, HalOUIbII  JOCHUIKEHUH  1HTIOITOP
IIUKJIOOKCUT€HA3H, TIOX1JIHE 1HJI0JY - 1HAOMeTalluH OyJsio BUsABICHO B 1963 por, a
BXKE uepe3 2 pOoKH YIpaBiiHHS 3 KOHTPOJIO 3a mpoaykramu Ta Jyikamu CIHIA
CXBAJIUJIO IHAOMETAINH 10 BUKOpUCTaHHS. OO0B’13KOBOIO BUMOTOIO J10 JIKAPCHKUX
3aco0iB € HasSBHICTb METOJMIB iMeHTHdIKaIll Ta KOHTPOJIIO iX skocTi. JlepkaBHa
dapmakones Ykpainu (JIPVY), Bpuranceka ®apmaxores (BP), €spormeiicbka
dapmakones (€D) ta Snonceka dapmakones (JP) MicTaTh 3arajibHi BUMOTH 10
JTiKapChKUX 3aC001B Ta METOAMKHA KOHTPOJIIO 1X SKOCTI.

BuBuaroun npuHIUN METOAy YiIbTpadioneToBoi cnekrpodoromMerpii, Mu
CTUKHYJIHCh 3 THUM, IO HEBEIUKY KUIBKICTh aKTHUBHUX (apMarieBTUIHUX
iHrpenienTiB (ADI) MoxHa aHami3yBaTH JaHUM METOJOM. YBary MpUBEpHYIa
MOJIEKYyJIa 1HIOMETAIMHY, fAKa MICTUTh XpOMO(OpHI TPYyNH, IO JIO3BOJSE
3aCTOCYBAaTH JaHHUN METOJ JJiA ieHTU(IKaIli Ta KUTbKICHOTO BU3HAYCHHS.

B JI®V, €D, BP e¢ monorpadii Ha A®PI imgomeramuHy, ae B PO3Iimi
inerTudikamis B 3a3naueno metos yneTpadioneToBoi cnekrpodoromerpii. OmgHak
iCHye 0arato TOTOBUX JIIKAPCHKUX 3ac00iB HA PUHKY YKpaiHH Ta CBITY y BUTJISII
TabJIETOK, 0 CKJIaay SIKUX, AK Jil04a PEYOBHHA, BXOJHWTH 1HIOMETAIlMH, ajie

MoOHoOTrpadiil Ha rOTOBI JIIKAPCHK1 3aCO0U Y BUTJIS1 TAOJIETOK HE ICHYE.



Mera pobOoru. Po3poOka MeTONMKM 1AeHTH(IKALil Ta KUIBKICHOTO
BU3HAYEHHS 1HAOMETALMHY METOAOM YIbTPadloleToOBOI  CHEKTPO(OTOMETPIi B
TBEPAMX JIKAPChKHUX (hopmax.

JIJist TOCATHEHHS! METH HEOOX1THO BUPIIIUTH HACTYIIHI 3aBJJaHHS

1. Iligibpatu yMOBM MNPUTOTYBAaHHS CTAHJIAPTHOTO Ta BUIPOOOBYBAHUX
PO3YHHIB,;

2. TlepeBipuTH BILIMB JOTIOMDKHHUX PEUYOBHUH HA 3/IaTHICTH IMOTJIMHAHHS IPH
3aJJaHuX YMOBax BU3HAUYCHHSI,

3. Po3pobutn  Meroauky  iAeHTHdIKAlii  IHAOMETAlMHY  METOJIOM
yInbTpadioneToBoi cOeKTpoPoTOMeTpii B TBEPAMX JIIKAPCHKUX (PopMax y
BUTJISLA1 TaOJIETOK;

4. Po3poOUTH METOJUKY KUIBKICHOTO BH3HAYCHHS 1HJAOMETAI[UHY METOJ0M
yInbTpadioneToBoi cIeKTpoPoToMeTpii B TBEPIAUX JIKApChbKUX (opmax y
BUIJIA1 TaOJIETOK.

IIpeamer nocaimkenns: tadiaetku Ne 1 ta No 2, 10 ckiaqy sIKHX BXOJUTH
1HIOMETAIIMH B KUTBKOCT1 25 MT Ta sIK1 3apeecTpoBaHi 1 HasiBHI B 001TYy.

OO0eKT H0C/iIPKeHHsI: METOUKH 11eHTU (KAl Ta KIUTbKICHOTO BU3HAYEHHS,
dapmakoneitni moHorpadii DY, €D, bpurancekoi Ta Anoncekoi dapmakornei,
HAyKOB1 CTaTTI,

MeTtoau nociimkenHsi: Jlis imeHtudikaiii Ta KUIBKICHOTO BH3HAYCHHS
1HIOMEeTalMHY 0yJI0 BAKOPUCTAHO METOJI YIbTpadiosneToBoi ciekTpodoTromMeTpii.

IIpakTuyHe 3HA4YeHHA OTPUMAHUX Ppe3yJbTaTiB. Y  pe3ynbrari
MIPOBEJICHUX JOCTIIKEHBb OyJIO MiAIOpaHO YMOBHU MPUTOTYBAHHS CTaHIAPTHOTO Ta
BUNIPOOOBYBAHUX PO3YUHIB, IEPEBIPEHO BILIUB JOTIOMKHUX PEUOBUH Ha 3aTHICTh
MOTJWHAHHSA TP 3aJlaHUX yMOBaxX BHU3HAYEHHS, pPO3POOJEHO METOIUKY
imeHTrdIKamii 1HIOMETAIMHY METOJIO0M YIbTpadioneToBoi cnekTpodoromeTpii B
TBEPAMX JIKAPCHKUX (QopMax y BHIJISAAI TAaOJETOK Ta PO3POOJIECHO METOIUKY
KUIBKICHOTO ~ BHM3HAY€HHsS  IHJIOMETAallMHy  METOAOM  YIbTpadioneToBol
criekTpooToMeTpii B TBEpAMX JKApChKuX ¢opmax y BHUIJsAAL TaOJleToK. 3a

JIOTIOMOTOI0  pO3POOJIEHUX METOJUK MOXJIMBO 1EHTU(IKYBATH Ta KUIBKICHO
5



BU3HAYATH JOCTIKYBaH1 3pa3Ku TabJIETOK, IO MICTATh 1HIAOMETAIIMH Y TOTOBUX
JKapChKUX 3aco0ax /sl 3a0€3MeUeHHs HAJIEAKHOTO KOHTPOJIIO IXHBOT AKOCTI.

HaykoBa HoBM3Ha: Y xo11 poOoTH Brepuie Oyiau po3poOjieHI METOAUKU
ineHTUdiKaiii Ta KUTbKICHOTO BU3HAYCHHS JJIsI TOCTIKYBAaHUX 3pPa3KiB TaOJIETOK Y
TrOTOBUX JIIKAPCHKUX (popMax y BUTIISAA1 TAOJIETOK 3a JOMOMOT0K0 (DI3UKO-XIMIYHUX
METO/IIB aHAJII3y.

AmnpoOauisi pe3yJabTaTiB aoc/igkeHHsi. Pe3ynbTati AochipkeHHs Oynu
anpoOoBaH1 Ha HAYKOBO-TIPAKTUYHIN KOH(EpeHIIil cekiii XiMii JiKiB Ta J1KapChKOi
tokcukonorii «SPRING STUDENT'S SCIENTIFIC SESSION 2024», ska
npoxoawia 3 22 o 26 kBitHs 2024 poky.

Iyoaikanii. 3a pe3ynbTaTamu 0CHKEHHS onyOsikoBaHi Te3u «Po3pobka
METOAWKH 1MeHTU]IKAIl Ta KUIbKICHOTO BHW3HAYCHHS 1HJIOMETAIMHY METOJIOM
ynbTpadioneToBoi CHeKTpooTOMETpii B TBEpPAHUX JIKAPChKUX (opmax» B
Ukrainian scientific medical youth journal, 2024, Supplement 1 (145).

Crtpykrypa podoru. PoboTa MiCTUTB 57 -CTOPIHOK, TPH PO3ALTH, 5 TOAATKIB,

18 Bukopucranux joKepen, 18 pucynkis, 10 TaGIuIb.



JOIATKHA
Joaarok 1. Ingomeranun J[®Y

IapoMmeTan s

Kononka:

— Mamepiaa: Kpapit,

— poamip: 50 M x 0.2 mm,

— nepyxoma ¢haza: nonri(wianonponin)curoxcan P (Topum-
na wapy 0.2 Mxm).

Tasz-nociiu: 2eaiti dasn xpomamoepadii P.

Jiniana weudxicms eazy-nocin: | Mi/xn.

IModia nomoxy: 1:40.

Temnepamypa:
[ Hac(m) ’Te_mprm_cc—)]
'Kononka 0-6 125 — 185 |
6-16 185
Baok seoay npo6 | Ts0
Towwp | ]

Jemexkmop: onyMeHeBO-iOHI3aIHHMI.
O6'em npobu, wo 6600uMbCA: 2 MKJI.

Buict Cy;H O, 064HCaI010Th ¥ BIACOTKAX.

3BEPITAHHS

Y 3axMLICHOMY BiJ1 CBIT/1a MiCLL.

IHAOMETALIMH

Indometacinum

INDOMETACIN
H;C

N CO;H

al OCH3

C,,H,,CINO, M.m. 357.8

[53-86-1]
IHpoMeTaunH MicTuTh He MeHine 98.5 % i He Giabuie

100.5 % [1-(4-x10p6er3011)-5-METOKCH-2-MCTHATHAO -
3-11]OLTOBOI KMCIOTH, V IIEPEPAXYHKY HA CYXY PEHOBUHY.

BJIACTUBOCTI

Onmce. Kpucraniunuit nopowok 6i10ro abo XoBToro Ko-
JILOPY.

JIEPKABHA ®APMAKOTTES VKPATHH 1.2

45

Posununicts. [1pakHiHO HE pOMHHHII Y 60di P, NOMIpHO
PO3UMHHMILY 96 % cnupmi P.

INJEHTU®IKALLIA

IMepwa idenmugpixauis: A, C.
lpyea idenmudpikauis: A, B, D, E.

A. Temneparypa ruasnenns (2.2.74). Bin 158 °C a0 162 °C.

B. 25 mr cyberanuii POIUMHAIOTD ¥ cymimi / M pozuun
Kueaomu xaopuc dneeoi - me 1 P(1:9) i aosonsth
00'€M PO3UMHY TIEK CAMOIO CYMILLILLIO PO3YHHHUKIB 10
100.0 M. 10.0 M2 0n€pXAHOTO POIYMHY AOBOAATH CYMi-
wio I M pozuun kucaomu xaopucmosoodnesoi - memaron P
(1:9) 10 06'emy 100.0 ma1. Yasrpadionetosuit cnexTp no-
ranHanns (2.2.25) onepxaHoro po3umHy B obsacti sia
300 1M 20 350 HM NOBHMHEH MATH MAKCHMYM 34 IOBXHHH
xBHI 318 HM. TUTOMMIT MOKA3HUK NOIMINHAHHS B MaK-
cumymi mae O6ytu Bia 170 1o 190.

C. lndppauepsonmii criexrp (2. 2. 24) cyGeranuii Mac Biano-
BinaTn cnexrpy @C3 indomemanuny. 1nsi Bunpodbysanns
CyOCTaHUIIO HE NEPEKPHCTANIZ0BYIOTE.

D. 0.1 r cyberanuii posunnsiors y 10 ma 96 % cnupmy P,
AKILO HEODXLIHO, 3nerka narpisaioun. J1o 0.1 mn onepxa-
HOTO PO3UMHY 10A410Th 2 MJI CBIXOINPHTOTOBAHOI CYMilli
posuun 250 r/a eidpokcunaminy ciopoxaopudy P - pozuun
nampiiw 2idpoxcudy poseedenuis P(1:3), 2 Ma Kucaomu x10-
pucmogodnesoi pozeedenoi Pi | ma pozwuny 3aaiza(lll) xao-
pudy P2inepeMiluyiots; 3'aBascTbes ¢ioneToBo-poxese
3abapBicHHS.

E. 10 0.5 ma po3uuny cyberauuii y 96 % cnupmi P, onep-
AKaHoro y sunpobysanni D, noaawors 0.5 ma posvuny ou-
memunaminobensanvoezidy P2. Ocan, uio yrsopuscs, po3-
YMHSIOTH TIPH NEPEMiLIYBAHHI TA HArPiBAIOTH HA BOASIHIN
6aui; 3'ABISETHCSH CHHIOBATO-3e/1cHe 3abaprierHs. [1po-
NOBXYIOTH HAIPIBATH LLE MPOTATOM 5 XB | OXONOAKYIOT Y
AbOASTHIN GaHi MPOTATOM 2 XB; YTBOPIOETLCS Ocan, 3abaps-
NIeHHS 3MIHIOETLCS Ha CBITJI0-CipyBaTo-3eneHe. JloaaioTs
3 M1 96 % cnupmy P; po34MH CTa€ NMPO30OPUM i 3'ABAAETH-
¢ (hiosneToBO-poxeBe 3a0apBAeHHA.

BUINMPOBYBAHHA HAYUCTOTY

Cynposiasi 1omimkn. BH3HAYCHHS 1IPOBOASTL METOAOM
TOHKOILapoBoi xpomarorpadii (2.2.27), BAKOPUCTOBYIO-
UM SK TOHKHIT wap cuaikazeas HF,, P. Cymiln 15 HaHe-
CeHHSA TOHKOTO LWapy roTyioTh i3 BAKOPHCTAHHAM PO34M-
Hy 46.8 r/n nampiio duciopogocghamy P.

Bunpoboeyeanuit pozuun. 0.2 r cyocTanilii pO3YHHAIOTL Y
memanoni P i 10BOAATL 00'€EM PO3UHHY THM CaMUM PO3-
yuHHUKOM 10 10 Mi. Po3umnH roryiote 6e3nocepeaHso
nepes BHKOPHCTAHHAM.

Po3vun nopinanna. | M BUNPOOOBYBAHOIO PO3YMHY 10~
BOAATH Memanoaom P 10 06'emy 200 ma.

449



IapoMeTanuH

Ha niniio crapty xpomarorpadiuHol iacTMHKY HAHOCATH
10 Mxn (200 Mkr) BunpoGOBYBAHOrO PpO3YMHY |
10 Mk (1 MKT) po3unnHy nopisusinus. Iaacrunky no-
MilLAIOTh Y KaMepy i3 CyMILLUIIO pO3YHHHUKIB nemponei-
nuu eghip P - egpip P (30:70). Koau GHpoHT pO3YMHHHKIB
npoiae 15 cm Bia AiHiT CTapTy, NIACTUHKY BUIAMAIOTL i3
KamepH, CyuiaTh Ha NOBITpi Ta neperisiaaiots B YP-cpitai
32 JOBXHHM XBUII 254 HM.

Ha xpomarorpami BHIIpoGOBYBAHOIO po3unHy Oyiab-sKa
nAsIMa, KpPiM OCHOBHOI, HE Mac DYTH IHTCHCHBHILIOW 3a
NsiMY Ha XpoMarorpami po3uuny nopisaatus (0.5 %).

Baxki meraan (2.4.8, memood C). He Giavuie 0.002 %
(20 ppm). 2.0 r cybecTaHuUii MAIOTh BUTPUMYBATH BHIPO-
OyBanHa Ha paxki Metanu. ETaioH rotyiorh i3 BUKopuc-
TaHHAM 4 MA ema 20 po3yuny ceunuo (10 ppm Pb) P.

Brpara 8 maci npu sucymysanni (2.2.32). He 6inbiuc 0.5 %.
1.000 r cyb6cTanuii cywars npu Temneparypi 105 °C.

Cyasparna 301a (2.4.14). He 6insie 0.1 %. Busnavenus
nposoasts 3 1.0 r cyberanuii. :

KITbKICHE BUSHAYEHHSA

0.300 r cyGeTannii posumHsaioTh Y 75 Mu auemony Pinpo-
NycKalTh CTPYMiHb @3omy P, BUILHOTO BIA BYTJICIIO 4iOK-

450
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CHAY, MPOTAroM |5 XB, MIATPUMYIOUH NMOCTIHHUM CTPYM
asoty. Turpywots 0.1 M pozuunom nampiro 2idpokcudy, su-
KOPHCTOBYIOYM K inankarop 0.1 Ma poswuny enoagpma-
aeiny P.

[Mapanenbno npoBOAATL KOHTPOABLHMI A0CHIA.

1 M 0. 1 M posuuny nampiio eidpokcudy sinnosinae 35.78 mr
C,,H,CINO,

3BEPITAHHS

VY 3axuiueHoMy Bia CBiTAa MiClli.

JAOMILIKH
COzH

Cl

A. 4-xn10pbeH30iiHa KMCnora.

JEPXABHA ®APMAKOIES YKPATHH 1.2



Jonartok 2. Ingomeramun, €P 8.0

Indometacin

EUROPEAN PHARMACOPOEIA 8.0
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D. (3R,55)-3-benzyl-5-[[(25)-2-[(1,1-dimethylethyl)-
carbamoyl]-4-(pyridin-3-ylmethyl)piperazin-1-yl]methyl]-
4,5-dihydrofuran-2(3H)-one,

HC

\—uu s

HO H

\“l

Qaﬁ;}:

E. (25)-1,4-bis[(28,4R)-4-benzyl-2-hydroxy-5-[[(15,2R)-2-
hydroxy-2,3-dihydro-1H-inden-1-ylJamino]-5-oxopentyl]-
N-(1,1-dimethylethyl)piperazine-2-carboxamide,

:;

F. 3-(chloromethyl)pyridine (nicotinyl chloride).

01/2008:0092
corrected 6.0

INDOMETACIN

Indometacinum

"y /\CO;H

C,,H,CINO,
[53-86-1]

DEFINITION

Indometacin contains not less than 98.5 per cent and

not more than the equivalent of 100.5 per cent of
[1-(4-chlorobenzoyl)-5-methoxy-2-methylindol-3-yl]acetic
acid, calculated with reference to the dried substance.

CHARACTERS

A white or yellow, crystalline powder, practically insoluble in
water, sparingly soluble in alcohol.

M, 357.8

IDENTIFICATION

First identification: A, C.

Second identification: A, B, D, E.

A. Melting point (2.2.14): 158 °C to 162 °C.

solution to 100.0 mL with a mixture of 1 volume of I M
hydrochloric acid and 9 volumes of methanol R. Examined
between 300 nm and 350 nm ( 2.2.25), the solution shows an
absorption maximum at 318 nm. The specific absorbance
at the maximum is 170 to 190.

C. Examine by infrared absorption spectrophotometry
(2.2.24), comparing with the spectrum obtained with
indometacin CRS. Examine the substances in the solid state
without recrystallisation.

D. Dissolve 0.1 g in 10 mL of alcohol R, heating slightly
if necessary. To 0.1 mL of the solution add 2 mL of a
freshly prepared mixture of 1 volume of a 250 g/L solution
of hydroxylamine hydrochloride R and 3 volumes of
dilute sodium hydroxide solution R. Add 2 mL of dilute
hydrochloric acid R and 1 mL of ferric chloride solution R2
and mix. A violet-pink colour develops.

E. To 0.5 mL of the solution in alcohol prepared in identifi-
cation test D, add 0.5 mL of dimethylaminobenzaldehyde
solution R2. A precipitate is formed that dissolves on
shaking. Heat on a water-bath. A bluish-green colour is
produced. Continue to heat for 5 min and cool in iced
water for 2 min. A precipitate is formed and the colour
changes to light greyish-green. Add 3 mL of alcohol R. The
solution is clear and violet-pink in colour.

TESTS

Related substances. Examine by thin-layer chromatography
(2.2.27), using silica gel HF,;, R as the coating substance.
Prepare the slurry using a 46.8 g/L solution of sodium
dihydrogen phosphate R.

Test solution. Dissolve 0.2 g of the substance to be examined
in methanol R and dilute to 10 mL with the same solvent.
Prepare immediately before use.

Referencesolution. Dilute 1 mL of the test solution to 200 mL
with methanol R.

Apply separately to the plate 10 pL of each solution. Develop
over a path of 15 cm using a mixture of 30 volumes of light
petroleum R and 70 volumes of ether R. Allow the plate to dry
in air and examine in ultraviolet light at 254 nm. Any spotin
the chromatogram obtained with the test solution, apart from
the principal spot, is not more intense than the spot in the
chromatogram obtained with the reference solution (0.5 per
cent).

Heavy metals (2.4.8). 2.0 g complies with test C for heavy
metals (20 ppm). Prepare the reference solution using 4 mL
of lead standard solution (10 ppm Pb) R.

Loss on drying (2.2.32). Not more than 0.5 per cent,
determined on 1.000 g by drying in an oven at 105 °C.

Sulfated ash (2.4.14). Not more than 0.1 per cent, determined
onl.0g.
ASSAY

Dissolve 0.300 g in 75 mL of acetone R, through which
nitrogen R, free from carbon dioxide, has been passed for
15 min. Maintain a constant stream of nitrogen through the
solution. Add 0.1 mL of phenolphthalein solution R. Titrate
with 0.1 M sodium hydroxide. Carry out a blank titration.

1 mL of 0.1 M sodium hydroxide is equivalent to 35.78 mg
of C,;H,,CINO,.

STORAGE
Store protected from light.

IMPURITIES

COH
B. Dissolve 25 mg in a mixture of 1 volume of 1 M hydrochloric ¢ /Cr

acid and 9 volumes of methanol R and dilute to 100,0 mL
with the same mixture of solvents. Dilute 10.0 mL of the

A. 4-chlorobenzoic acid.

2484
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Honarok 3. Ingomeranun, BP

Browse: British Pharmacopoeia 2009
British Pharmacopoeia Volume | & |1
Monographs: Medicinal and Pharmaceutical Substances
Indometacin

Indometacin

General Notices

(Ph Eur monograph 0092)

H3C
(o]

N\ GO

Cl OCH4

CigHsCINO, 357.8 53-86-1

Action and use

Cyclo-oxygenase inhibitor; analgesic; anti-inflammatory.
Preparations

Indometacin Capsules

Indometacin Suppositories

Ph Eur

DEFINITION

Indometacin contains not less than 98.5 per cent and not more than the equivalent of 100.5
per cent of [1-(4-chlorobenzoyl)-5-methoxy-2-methylindol-3-yljacetic acid, calculated with
reference to the dried substance.

CHARACTERS

A white or yellow, crystalline powder, practically insoluble in water, sparingly soluble in
alcohol.

IDENTIFICATION
First identification A, C.
Second identification A, B, D, E.
A. Melting point (2.2.14): 158 °C to 162 °C.
B. Dissolve 25 mg in a mixture of 1 volume of 1 M hydrochloric acid and 9 volumes of

©Crown Copyright 2006
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methanol R and dilute to 100.0 ml with the same mixture of solvents. Dilute 10.0 ml of the
solution to 100.0 ml with a mixture of 1 volume of 7 M hydrochloric acid and 9 volumes of
methanol R. Examined between 300 nm and 350 nm (2.2.25), the solution shows an

absorption maximum at 318 nm. The specific absorbance at the maximum is 170 to 190.

C. Examine by infrared absorption spectrophotometry (2.2.24), comparing with the spectrum
obtained with indometacin CRS. Examine the substances in the solid state without
recrystallisation.

D. Dissolve 0.1 g in 10 ml of alcohol R, heating slightly if necessary. To 0.1 ml of the
solution add 2 ml of a freshly prepared mixture of 1 volume of a 250 g/l solution of
hydroxylamine hydrochloride R and 3 volumes of dilute sodium hydroxide solution R. Add 2
ml of dilute hydrochloric acid R and 1 ml of ferric chloride solution R2 and mix. A violet-pink
colour develops.

E. To 0.5 ml of the solution in alcohol prepared in identification test D, add 0.5 ml of
dimethylaminobenzaldehyde solution R2. A precipitate is formed that dissolves on shaking.
Heat on a water-bath. A bluish-green colour is produced. Continue to heat for 5 min and
cool in iced water for 2 min. A precipitate is formed and the colour changes to light greyish-
green. Add 3 ml of alcohol R. The solution is clear and violet-pink in colour.

TESTS

Related substances

Examine by thin-layer chromatography (2.2.27), using silica gel HF.-, R as the coating
substance. Prepare the slurry using a 46.8 g/l solution of sodium dihydrogen phosphate R.

Test solution Dissolve 0.2 g of the substance to be examined in methanol R and dilute to 10
ml with the same solvent. Prepare immediately before use.

Reference solution Dilute 1 ml of the test solution to 200 ml with methanol R.

Apply separately to the plate 10 ul of each solution. Develop over a path of 15 cm using a
mixture of 30 volumes of light petroleum R and 70 volumes of ether A. Allow the plate to dry in
air and examine in ultraviolet light at 254 nm. Any spot in the chromatogram obtained with the
test solution, apart from the principal spot, is not more intense than the spot in the
chromatogram obtained with the reference solution (0.5 per cent).

Heavy metals (2.4.8)

2.0 g complies with limit test C for heavy metals (20 ppm). Prepare the standard using 4 ml of
lead standard solution (10 ppm Pb) R.

Loss on drying (2.2.32)

Not more than 0.5 per cent, determined on 1.000 g by drying in an oven at 105 °C.

Sulphated ash (2.4.14)
Not more than 0.1 per cent, determined on 1.0 g.

ASSAY

Dissolve 0.300 g in 75 ml of acetone R, through which nitrogen R, free from carbon dioxide,
has been passed for 15 min. Maintain a constant stream of nitrogen through the solution. Add
0.1 ml of phenolphthalein solution R. Titrate with 0.1 M sodium hydroxide. Carry out a blank
titration.

©Crown Copyright 2006
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1 ml of 0.1 M sodium hydroxide is equivalent to 35.78 mg of C;4H5CINO,.

STORAGE
Store protected from light.

IMPURITIES

a
Cl

A. 4-chlorobenzoic acid.

Ph Eur

©Crown Copyright 2006
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Loss on drying <2.4I> Not more than 10.0% (1g, 105°C,
2 hours).

Residue on ignition <2.44> Not less than 28%, and not more
than 38% (after drying, 1g).

Assay  Weigh accurately about 0.5 g of Indigocarmine, pre-
viously dried, add 15 g of sodium hydrogen tartrate mono-
hydrate, and dissolve in 200 mL of water, boil with bubbling
of a stream of carbon dioxide, and titrate €2.50%, while being
hat, with 0.1 mol/L titanium (II1) chloride VS until the color
of the solution changes from blue through yellow to orange.

Each mL of 0.1 mol/L titanium (1I[) chloride VS
= 23.32 mg of C,sH;N;Na, 0.5,

Containers and storage Containers—Tight containers.
Storage—Light-resistant.

Indigocarmine Injection
A>sdhNE 3R

Indigocarmine Injection is an agueous injection.

It contains not less than 95.0% and not more than
105.0% of the labeled amount of indigocarmine
(CwHuN;NazOsS;: 466.35)

Method of prepasration Prepare as directed under Injec-
tion, with Indigocarmine.

Description  Indigocarmine Injection it a dark blue liquid.
pH: 3.0-5.0

Identification (1) To a volume of Indigocarmine Injec-
tion, equivalent to 20 mg of Indigocarmine, add 1 mL of
nitric acid: the dark blue color of the liquid disappears, and
a yellow-brown color develops.

{2} To a volume of Indigocarmine Injection, equivalent
to 20 mg of Indigocarmine, add 1 mL of bromine TS: the
dark blue color disappears, and a yellow-brown color de-
velops.

{3} To a volume of Indigocarmine Injection, equivalent
to 20 mg of Indigocarmine, add 1 mL of chlorine TS: the
dark blue coler disappears, and a yellow-brown color de-
velops.

{4} To a volume of Indigocarmine Injection, equivalent
to 10 mg of Indigocarmine, add ammonium acetate solution
(1 in 650) to make 1000 mL, and determine the absorbance
of the solution as directed under Ultraviolet-visible Spectro-
photometry <2.24>: it exhibits a maximum between 610 nm
and 614 nm.

Baciterial endotoxins <¢.0f> Less than 7.5 EU/mg.

Extractable volume <6.05 It meets the requirement.

Foreign insoluble matter <6.06> Perform the test according
to Method 1: it meets the requirement.

Insoluble particulate matter <6.07> Perform the test ac-
cording to Method 2: it meets the reguirement.

Sterility <4.06> Perform the test according to the Mem-
brane filtration method: it meets the requirement.

Assay Measure exactly a volume of Indigocarmine
Injection, equivalent to about 0.2g of indigocarmine
(CieHgNaNa:.0ySs), add 6 g of sodium hydrogen tartrate
monohydrate, and dissolve in water to make 200 mL. Then
boil under a carbon dicxide stream, and proceed as directed
in the Assay under Indigocarmine.

Indigocarmine Injection / Official Monographs
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Each mL of 0.1 mol/L titanium (11I} chloride VS
= 23,32 mg of CmHnNzN&zO:S)

Containers and storage Conlainers—Hermetic containers,
and colored containers may be used.
Storage—Light-resistant,

Indium (*''In) Chloride Injection
BEA > 4 (M) 4K

Indium (*'In) Chloride Injection is an aqueous in-
jection.

It contains indium-111 (**'In) in the form of indium
chloride.

It conforms to the requirements of Indium ('''In)
Chloride Injection in the Minimum Requirements for
Radiopharmaceuticals.

Test for Extractable Volume of Parenteral Prepara-
tions and Insoluble Particulate Matter Test for Injec-
tions are not applied to this injection.

Description Indium ("'In) Chloride Injection is a clear,
colorless liquid.

Indometacin
AT L

CisH (CIND,: 357.79
[1-(4-Chlorobenzoyl)-5-methoxy-2-methyl-1H-indol-3-
yl}acetic acid

[53-86-1]

Indometacin, when dried, contains not less than
98.0% of indometacin (C,sH;CINO,).

Description Indometacin occurs as a white to light yellow,
fine, crystalline powder.

It is sparingly soluble in methanol, in ethanol {95} and in
diethyl ether, and practically insoluble in water.

It dissolves in sodium hydroxide TS.

It is colored by light.

Melting point: 155 - 162°C

It shows crysial polymorphism.

Ientification (1) Dissolve 2mg of Indometacin in 100
mL of methanol. Determine the absorption spectrum of the
solution as directed under Ultraviolet-visible Spectropho-
tometry <2.24>, and compare the spectrum with the Refer-
ence Spectrum or the spectrum of a solution of Indometacin
RS prepared in the same manner as the sample solution:
both spectra exhibit similar intensities of absorption at the
same wavelengths.

(2) Determine the infrared absorption spectrum of Indo-
metacin, previously dried, as directed in the potassium bro-
mide disk method under Infrared Spectrophotometry <2.25>,
and compare the spectrum with the Reference Spectrum or
the spectrum of dried Indometacin RS: both spectra exhibit
similar intensities of absorption at the same wave numbers.

The JP Drugs ave 1o be tested according to the provisions given in the pevtinent menographs. Geneval Notices, General Rules for Crude Drugs,
General Rules for Preparations, and General Tests for their conformity o the Jopanese Pharmacopoeia. (See the General Notices 5.
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If any difference appears between the spectra, recrystallize
the sample and the RS with diethyl ether, filter and dry the
crystals, and perform the test with the crystals.

(3) Perform the test with Indometacin as directed under
Flame Coloration Test <l.04> (2): a green color appears.

Purity (1) Acidity—To 1.0 g of Indometacin add 50 mL
of water, shake for 5 minutes, and filter. To the filtrate add
0.20 mL of 0.1 mol/L sodium hydroxide VS and 1 drop of
phenolphthalein TS: a red color develops.

(2) Heavy metals <1.07>—Proceed with 1.0 g of Indo-
metacin according to Method 2, and perform the test. Pre-
pare the control solution with 2,0 mL of Standard Lead So-
lution (not more than 20 ppm).

(3) Arsenic <7.71>—Prepare the test solution with 1.0g
of Indometacin according to Method 3, and perform the test
{not more than 2 ppm).

(4) Related substances—Dissolve 0.10 g of Indometacin
in 10 mL of methanol, and use this solution as the sample so0-
lution. Pipet 1 mL of the sample solution, and add methanol
to make exactly 50 mL. Pipet S mL of this solution, add
methanol to make exactly 20 mL, and use this solution as the
standard solution. Perform the test with these solutions as
directed under Thin-layer Chromatography <2.03>. Spot 25
L each of the sample solution and standard solution on a
plate of silica gel with fluorescent indicator for thin-layer
chromatography. Develop the plate with a mixture of dehy-
drated diethyl ether and acetic acid (100) (100:3) 10 a dis-
tance of about 10 ¢m, and air-dry the plate. Examine under
ultraviolet light (main wavelength: 254 nm): the spots other
than the principal spot obtained from the sample solution
are nol mare intense than the spot from the standard solu-
tion.

Loss on drying <2.47> Nol more than 0.5% (l g, 105°C,
4 hours).

Residue on ignition <2.44> Not more than 0.1% (1 g).

Assay  Weigh accurately about 0.7 g of Indometacin, previ-
ously dried, dissolve in 60 mL of methanol, add 30 mL of
water, and titrate <2.50> with 0.1 mol/L sodium hydroxide
VS (indicator: 3 drops of phenolphthalein TS). Perform a
blank determination in the same manner, and make any
necessary correction,

Each mL of 0.1 mol/L sodium hydroxide VS
= 35.78 mg of C\H,;CINO,

Containers and storage Containers—Tight containers.
Storage—Light-resistant.

Indometacin Capsules
{-kApeh7TEL

Indometacin Capsules contain not less than 90.0%
and not more than 110.0% of the labeled amount of
indometacin (C;oHsCINO,: 357.79).

Method of preparation
sules, with Indometacin.

Prepare as directed under Cap-

Identification Powder the contents of Indometacin Cap-
sules. To a quantity of the powder, equivalent to 0.1 g of
Indometacin, add 20 mL of chloroform, shake well, and
centrifuge. Filter the supernatant liquid, and evaporate the
filtrate to dryness. After cooling, dissolve the residue in 20
mL of methanol. To 10 mL of this solution add methanol to

Officigi Monographs / Indometacin Capsules
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make 50 mL, then te 2 mL of this solution add methanol to
make 100 mL, and use this solution as the sample solution.
Determine the absorption spectrum of the sample solution as
directed under Ultraviolet-visible Spectrophotometry €2.24>;
it exhibits a maximum between 317 nm and 321 nm.

Purity Related substances—Powder the content of Indo-
metacin Capsules. To a quantity of the powder, equivalent
to 0.10 g of Indometacin, add exactly 10 mL of methanol,
shake well, filter, and use the filtrate as the sample solution.
Dissolve 25 mg of Indometacin RS in methanol 10 make ex-
actly 50mL. Pipet 1 mL of the solution, add methanol to
make exactly 10mL, and use this solution as the standard
solution. Proceed as directed in the Purity (4) under In-
dometacin.

Uniformity of dosage units <6.02> Perform the test accord-
ing to the following method: it meets the requirement of the
Content uniformity test.

Take out the comtent of 1 capsule of Indometacin
Capsules, and dissolve in methanel to make exactly ¥mL
so that each mL contains about 1mg of indometacin
(CisH s CINO,). Filter the solution, discard the first 10 mL of
the filtrate, pipet 5 mL of the subsequent filtrate, add exacily
3 mL of the internal standard solution, then add the mobile
phase to make 100 mL, and use this solution as the sample
solution. Separately, weigh accurately about 25 mg of Indo-
metacin RS, previously dried at 105°C for 4 hours, dissolve
in methanol to make exactly 25 mL. Pipet 5 mL of this solu-
tion, add exactly 3 mL of the internal standard solution,
then add the mobile phase to make 100 mL, and use this so-
lution as the standard solution. Then, proceed as directed in
the Assay.

Amount (mg) of indometacin (CyHsCINO,)
= Ms % Q;/0s % V/25

Mg Amount {mg) of Indometacin RS taken

Internal standard solution—A solution of butyl parahy-
droxybenzoate in methanol (1 in 1000).

Dissolution <6.10> When the test is performed at 100 revo-
lutions per minute according to the Basket method, using
900 mL of a mixture of water and phosphate buffer solution
(pH 7.2) (4:1) as the dissolution medium, the dissolution rate
in 20 minutes of Indometacin Capsules is not less than 75%.

Start the test with 1 capsule of Indometacin Capsules,
withdraw not less than 20 mL of the medium at the specified
minute after starting the test, and filter through a membrane
filter with a pore size not exceeding 0.8 gm. Discard not less
than 10 mL of the first filtrate, pipet ¥ mL of the subsequent
filtrate, add the dissolution medium to make exactly V' mL
so that each mL contains about 28pg of indometacin
(CyoH 1sCINO,), and use this solution as the sample solution.
Separately, weigh accurately about 30 mg of Indometacin
RS, previously dried at 105°C for 4 hours, dissolve in the
dissolution medium to make exactly 1000 mL, and use this
solution as the standard solution. Determine the absor-
bances, A1 and Aj;, of the sample solution and the standard
solution at 320 nm as directed under Ultraviolet-visible Spec-
trophotometry £2.24>,

Dissolution rate (%) with respect to the labeled amount
of indometacin (CH,,CINO,)
=My X Ar/As X 1/C X 90

Mg Amount (mg) of Indometacin RS taken
C: Labeled amount (mg) of indometacin (C;3H,,CINO,) in
1 capsule

The JP Drugs are to be tested according fo the provisions given in the pertinent monagraphs, General Notices, General Rules for Crude Drngs,
General Rules for Prepearations, and General Tests for their confornidy fo the Japanese Pharmacopocia. (See the General Notices 5.)
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Assay Weigh accurately the contents of not less than 20
Indometacin Capsules. Powder the combined contenls, and
weigh accurately a portion of the powder, equivalent to
about 50 mg of indometacin (CisHsCINO,). Dissolve in 40
mL of methanol, and add methanol to make exactly 50 mL.
Filter this solution, discarding the first 10-mL portion of the
filirate. Pipet 5 mL of the subsequent filirate, add exactly 3
mL of the internal standard solution, add the mobile phase
to make 100 mL, and use this solution as the sample solu-
tion. Separately, weigh accurately about 50 mg of Indo-
metacin RS, previously dried at 105°C for 4 hours, and dis-
solve in methanol to make exactly 50 mL. Pipet 5 mL of the
solution, add exactly 3 mL of the internal standard solution,
add the mobile phase to make 100 mL, and use this solution
as the standard solution. Perform the test with 20 gL each of
the sample solution and standard solution as directed under
Liquid Chromatography <2.04> according to the following
conditions, and calculate the ratios, Q¢ and s, of the peak
area of indometacin to that of the internal standard, respec-
tively.

Amounl (mg) of indometacin (C;sH,;CINQ,)
= Ms k4 Qr.ng

Mg Amount (mg) of Indometacin RS taken

Internal standard solution—A solution of butyl parahy-
droxybenzoate in methanol (1 in 1000).
Operating conditions—

Detector: An ultraviolet absorption pholometer (wave-
length: 254 nm).

Column: A stainless steel column 4.6 mm in inside diame-
ter and 25 cm in length, packed with octadecylsilanized silica
gel for liquid chromatography (7 ym in particle diameter).

Column temperature: A conslant temperature of about
25°C.

Megbile phase: A mixture of methanol and diluted phos-
phoric acid (1 in 1000) (7:3).

Flow rate: Adjust so that the retention time of indometa-
cin is about 8 minutes.

System suitability—

System performance: Dissolve 50 mg of 4-chlorobenzoic
acid, 30 mg of butyl parahydroxybenzoate and 50 mg of in-
dometacin in 50 mL of methanol. To 5 mL of this solution
add the mobile phase to make 100 mL. When the procedure
is run with 20 uL of this solution under the above operating
conditions, 4-chlorobenzeoic acid, butyl parahydroxybenzo-
ate and indemetacin are eluted in this order, with the resolu-
tion between the peaks of d-chlorobenzoic acid and butyl
parahydroxybenzoate being not less than 2.0, and between
the peaks of butyl parahydroxybenzoate and indometacin
being not less than 5.

System repeatability: When the test is repeated 6 times
with 20 uL of the standard solution under the above operat-
ing conditions, the relative standard deviation of the ratios
of the peak area of indometacin to that of the internal stand-
ard is not more than 1.0%.

Containers and storage Containers—Tight containers.

Indometacin Suppositories / Official Monographs
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Indometacin Suppositories
1-FASL A48

Indometacin Suppositories contain not less than
90.0% and not more than 110.0% of the labeled
amount of indometacin (C,yH;sCINOy; 357.79).

Method of preparation Prepare as directed under Supposi-
tories, with Indemelacin.

Identification Dissolve a quantity of Indometacin Supposi-
tories, equivalent to 50 mg of Indometacin, in 20 mL of
methanol by warming, add methanol to make 50 mL, and
filter if necessary. To 2 mL of this solution add methanol to
make 100 mL, and use this solution as the sample solution.
Determine the absorption spectrum of the sample solution as
directed under Uliraviolet-visible Spectrophotometry <2.24>:
it exhibits a maximum between 317 nin and 321 nm.

Uniformity of dosage units <6.02> Perform the test accord-
ing to the following method: it meets the requirement of the
Content uniformity test.

To 1 suppository of Indometacin Suppositories add 80 mL
of a mixture of methanol and acetic acid (100) (200:1),
dissolve by warming, add a mixture of methanol and acetic
acid (100) (200:1) te make exactly 100 mL. Pipet ¥ mL of
this solution, equivalent to about 2mg of indometacin
(CoH,:CINO,), add a mixture of methanol and acetic acid
(100) (200:1) to make exactly 50 mL, and use this solution as
the sample solution, Separalely, weigh accurately about 0.1 g
of Indometacin RS, previously dried at 105°C for 4 hours,
and dissolve in a mixture of methanol and acetic acid (100)
(200:1) to make exactly 100 mL. Pipet 4 mL of this solution,
add a mixture of methanol and acetic acid (100} (200:1) to
make exactly 100 mL, and use this solution as the standard
solution. Perform the test with the sample solution and
standard selution as directed under Ultraviolet-visible Spec-
trophotometry €2.24>, and determine the absorbances, Ay
and A, at 320 nm.

Amount {mg) of indometacin {CsH,;CING,)
= Ms X Ayp/As X 2/V

Mg Amount (mg) of Indometacin RS taken

Assay Weigh accurately not less than 20 Indometacin
Suppaositories, cut into small pieces carefully, and mix well.
Weigh accurately a portion of the mass, equivalent to about
50 mg of indometacin (CigHisCING,), add 40 mL of tetra-
hydrofuran, warm at 40°C, dissolve by shaking, cool, and
add tetrahydrofuran to make exactly 50 mL. Filter the solu-
tion, discard the first 10 mL of the filtrate, pipet § mL of the
subsequent filtrate, add exactly 3 mL of the internal stand-
ard solution, and add the mobile phase to make 100 mL.
Allow the solution to stand for 30 minutes, filter through a
membrane filter (0.5 ym pore size), discard the first 10 mL
of the filtrate, and use the subsequent filtrate as the sample
solution. Separately, weigh accurately about 50 mg of In-
dometacin RS, previously dried at 105°C for 4 hours, and
dissolve in tetrahydrofuran to make exactly 50 mL. Pipet §
mL of the solution, proceed in the same manner as the sam-
ple solution, and use this solution as the standard solution.
Perform the test with 20 4L each of the sample solution and
standard solution as directed under Liquid Chromatography
€2.00» according to the following conditions, and calculate
the ratios, @ and Qs, of the peak area of indometacin to
that of the internal standard, respectively.

The JP Drugs are to be tested according lo the provisions given in the perituent monographs, General Notices, General Bules for Crude Drugs,
General Bules for Preparations, and General Tests for their conformily lo the fapanese Pharmacopoeia. (See the General Nottees 5.)
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Amount {mg) of indometacin (CyH,;CING,)
= Ms X Qv/Qs
M;: Amount {mg) of Indometacin RS taken

Internal standard sofution—A sclution of butyl parahy-
droxybenzoate in methanol (1 in 1000).
Operating conditions—

Detector: An ultraviolet absorption photometer (wave-
length: 254 nm).

Column: A stainless steel column 4.0 mm in inside diame-
ter and 25 cm in length, packed with octadecylsilanized silica
gel for liquid chromatography (7 ym in particle diameter).

Column temperature: A constanl temperature of about
25°C.

Mobile phase: A mixture of methanol and diluted phos-
pheric acid (1 in 1000) (7:3).

Flow rate: Adjust so that the retention time of indometa-
cin is about § minutes,

System suitability—

System performance: Dissolve 50 mg of 4-chlorobenzoic
acid, 30 mg of butyl parahydroxybenzoate and 50 mg of in-
dometacin in 50 mL of methanol. To 5 mL of this solution
add the mobile phase to make 100 mL. When the procedure
is run with 20 4L of this solution under the above operating
conditions, 4-chlorobenzoic acid, butyl parahydroxybenzo-
ate and indometacin are eluted in this order with the resolu-
tion between the peaks of 4-chlorobenzoic acid and butyl
parahydroxybenzoate being not less than 2.0 and between
the peaks of parahydroxybenzoate and indometacin being
not less than 5.

System repeatability: When the test is repeated 6 times
with 20 4L of the standard solution under the above operat-
ing conditions, the relative standard deviation of the ratios
of the peak area of indometacin to that of the internal stand-
ard is not more than 1.0%.

Containers and storage Containers—Well-closed contain-
ers.,
Storage—Light-resistant, and in a cold place.

Influenza HA Vaccine
{AVTFLITHFHATZF

Influenza HA Vaccine is a liquid for injection con-
taining hemagglutinin of influenza virus.

It conforms to the requirements of Influenza HA
Vaccine in the Minimum Requirements for Biological
Products.

Description Influenza HA Vaccine is a clear liquid or a
slightly whitish turbid liquid.

Official Monographs / Insulin Human (Genetical Recombination)
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Insulin Human
{Genetical Recombination)

120> EFGREFERR)

A chain

GIVEQCCTS1 CSLYQLENYC N

B chain

CaaH 53N 045:5,: 5807.57 (1wo chains)
A chain CyH,53N2e04:5,: 2381.68

B chain CyssH13N 042550 3429.92
[11061-68-01

Insulin Human (Genetical Recombination) is a
recombinant human insulin. It is a peptide composed
of A chain consisting of 21 amino acid residues and B
chain consisting of 30 amino acid residues.

It contains not less than 27.5 Insulin Units per mg,
calculated on the dried basis.

Description Insulin Human (Genetical Recombination)
occurs as a white powder.

It is practically insoluble in water and in ethanol (95).

It dissolves in 0.01 mol/L hydrochloric acid TS and in
sodium hydroxide TS with decomposition.

It is hygroscopic.

Identification Weigh accurately a suitable amount of Insu-
lin Human (Genetical Recombination), and dissolve in 0.01
mol/L hydrochloric acid TS to make a solution so that each
mL containg 2.0 mg. Transfer 500 4L of this solution into a
clean test tube, add 2.0 mL of HEPES buffer solution (pH
7.5y and 400 L of VB-protease TS, incubate at 25°C for 6
hours, then add 2.9 mL of ammonium sulfate buffer solu-
tion to stop the reaction, and use this solution as the sample
solution. Separately, proceed with Insulin Human RS in the
same manner as above, and use this solution as the standard
solution, Perform the test with 50 yL each of the sample so-
lution and standard solution as directed under Liquid Chro-
matography <2.0/> according to the following conditions,
and compare the chromatograms obtained from these solu-
tions: a similar peak is observed at the same retention time in
the both chromatograms.

Operating conditions—

Detector: An ultraviolet absorption photometer (wave-
length: 214 nm).

Column: A stainless steel column 4.6 mm in inside diame-
ter and 10 cm in length, packed with octadecylsilanized silica
gel for liquid chromatography (3 gm in particle diameter).

Column temperature: A constant temperature of about
40°C,

Mobile phase A: A mixture of water, ammonium sulfate
buffer solution and acetonitrile (7:2:1).

Mobile phase B: A mixture of water, acetonitrile and am-
monium sulfate buffer solution (2:2:1).

Flowing of mobile phase: Change the mixing ratio of the
mobile phase A and B linearly from 9:1 to 3:7 in 60 minutes
after sample injection, further change to 0:10 linearly in 5
minutes, and then flow the mobile phase B only for §
minutes.

Flow rate: 1.0 mL per minute.

Systemn suitability—

System performance: When the procedure is run with 50

uL of the standard solution under the above operating con-

The JP Drugs are fo be Fested according fo the provisions given in the pertinent monographs, General Notices, Generald Rides for Crude Drngs,
Creneral Rules for Preparations, and General Tesis for their conformity fo the Japanese Pharmacopoeia, (See the General Notices 5.)
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Introduction: Studying the principle of operation, identification and quantification by
ultraviolet spectrophotometry, we came across the fact that a small amount of active
pharmaceutical ingredients (APIs) can be identified by this method. Attention was drawn to the
indomethacin molecule, which contains chromophoric groups, which allows the application of this
method for identification and quantitative determination. In DFU, EP, BP there is a monograph on
the API of indomethacin, where the method of ultraviolet spectrophotometry is indicated in the
identification section. However, there are many ready-made medicinal products on the market of
Ukraine and the world in the form of tablets, the composition of which includes indomethacin as
an active ingredient, but there are no monographs on ready-made medicinal products in the form

of tablets. It became interesting to try to use the method for the analysis of indomethacin in ready-
made dosage forms in the form of tablets.

With the increase in the level of requirements for the quality of medicinal products and the
appearance of new dosage forms, the issue of improving existing methods and developing new
ones arises, which is why the development of individual methods for the identification and
quantitative content of indomethacin by ultraviolet spectrophotometry in solid dosage forms is
relevant.

Materials and methods: Ultraviolet spectrophotometry was used to identify and quantify

indomethacin.

Results: as a result of research, identical absorption spectra were obtained for the tested
and standard solutions. The quantitative content of the active substance in the finished dosage

forms was calculated.

Conclusions: the result of the conducted experimental studies was the confirmation of the
suitability of the developed technique for the identification and quantitative determination of
indomethacin in finished medicinal products by the method of ultraviolet spectrophotometry. The
technique can be used for testing ready-made medicinal products in the form of enteric-coated

tablets with a similar content of active and auxiliary substances.
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