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yJIbTPaLEeHTPpUQPyryBaHHs
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Pedepar:

1. B pucepTauiiiHiil po60Ti BUKJIa[IEHO TEOPETUYHE Ta €KCIIEPUMEHTA/IbHE OOIDYHTYBAHHS, y3arajbHeHi pe3y1bTaTu
IOCJIiI)KeHHS 10710 po3pOo0OKU, BIIPOBAI)KEHHSI Ta rapMoHizaii BinnosigHo 1o sumor €C npenapaty «I1I110-
TyOEePKYJIiH [l CCaBLiB OUMlIeHUI». BinibpaHi IIsixoM ceseklii, 3aierIoHoBaHi BUpobHuyi mramu M. bovisVallee
KMIEB-9 ta M. bovis Vallee KMIEB-9KM BusiBUIMCh BUCOKO-TIPOTEIHOT€HHUMU, BiJIITOBialoTh BUMOTaM
Iupexrusu Panu €C 97 /12 (Bin 17 6epesns 1997 p.) i BUKOpuCTaHi Mif 4ac BUTOTOBJIEHHS TOCIIiIHO-BUPOOHNYNX
cepiit [IT1]1-Ty6epKyJIiHy 1 CCaBLiB O4YUIIEHOr0. MacoBa yacTka 6ijika B Ipo6i TyOepKyJliHy, BUTOTOBJIEHOTO 3
wramy M. bovis Vallee KMIEB-9 cranosuts (0,89+0,1) mr/cm3, a B 1po6i Ty6epKyJliHy 3 mrtamy M. bovis Vallee
KMIEB-9KM nocroBipHO 6inbuie i cranoBuTs (1,20+0,2) Mr/cm3. BupobHnyumii mram mikobakrepiit M. bovis Vallee

KMIEB-9KM nipu Ky/IbTUBYBaHHI Ha CUHTETUYHUX KUBUJIBHUX CEPENOBUIIAX JO3BOJISI€ IPUCKOPUTH PiCT i



HiABUIMTY HAaKONMYEeHHs 6aKkTepiiitHoi Mmacu Mikobakrepiii 3 ogHoro ¢akona Ha (16,1+0,2) Mr i Jae MOXKINBICTD
BiATIOBiTHO 30i7bIINTH BUXif Ty6epKysiHy no (1,20+0,1) mr/cm3 . [lng aganTanii, cesexuii Ta HAKOMUYeHHS
6aKkTepifiHOi Macu BUPOOHUYMX IITaMiB pO3po6eHi >XuBuibHiI cepenosuiia CoroHa K@ ta CoroHa XB, Ha sIKuX
KyJbTypa M. bovis nodnHae poctu paniue Ha (4,2+1,1) 1o6u i nae 6isblle HAKONMYEHHS OaKTepiliHOI Macu, MiKpo6Ha
m1iBKa popmyeTbes Ha (4,1+0,9) mobu paHile, B IOPiBHSIHHI 3 BUXiAHUM ITaMOM. PO3p0671€HO HOBI TEXHOJIOTIUHI
npuiiomu BurotosseHHs [1I1]]-Ty6epKyiHy 3 BUKOPUCTaHHIM METOZiB MeMOpaHHOI MikpodinbTpalii Ta
yJIbTpaleHTpUudyryBaHHs Ipu 14 Tuc. 06./xBs., 0 JO3BOJINJIO OTPUMATU BUCOKOAKTUBHUM Ta crieuudiyHui
IiarHoCTUYHUI anepreH. I1if yac BUTOTOBJIEHHS TyOEpKyJIiHy 3 BUKOPUCTaHHSIM pPO3p06JI€HOI TEXHOJIOTIT B
mpernapari JOCTOBIpHO 36i/bIIyeThCs BUXiH, IpoTeiny micst ocamkeHHs TXO (Ha 8,6+0,5 r), Buxin Tyoepkysiny 3 111
cepenosuia (Ha 0,7+0,1 ) Ta MacoBa yacTka 6isnka (Ha 0,6+0,1 mr/cm3). [IpenapaT BUXOAUTb TapaHTOBAHO
CTEPUJIBHAM Ta BUCOKOOUMIIEHUM. JI7151 IPOBEAEHHS KOHTPOJIBHUX NOCIiIKEHb JOCIiIHO-BUPOOHNYUX CEPIll
TyO€epKyJIiHy po3p006JIeHO CIIOCi6 BU3HAaYeHHs akTUBHOCTI ouniienoro (TI1]I) Ty6epkysliny 1715 cCcaBLiiB Ha TBApMHAX,
CeHCUOiTi30BaHUX aBipyJIEHTHUMU KyJIbTypamu M. bovis. Po3pobiieHuii crioci6 € crienugidyHuM Ta 6€3MeYHUM JJ1s1
3/10POB'sl TBAPMH Ta JIIOAEH, 3a1106irae po3noBCIO)KEHHIO JKUBUX MIKOOAKTePill y mpupoi. JocaigHo-BUpOOHNYI
cepii [1T1]]-Ty6epKyIiHy /151 CCaBLiB OYMILEHOTO BUSBUJIN BUCOKY AiarHOCTUYHY aKTUBHICTb Ta CIIEUUQIYHICTb.
AxTUBHICT BUIIPOOOBYBaHuUX cepiil Tydepkytiny N21 (E) ta N2 2 (E) cranosusa 49000 MO /cm3 Ta 47000 MO /cm3
BiANOBIHO, 110 Bifnosigae Bumoram JICTY 4664:2006 ta Ilupextusu Pagu €C 97 /12 Big 17 6epesns 1997 p., 3rigHo 3
SKOIO TyOEePKYJIiHi3allilo TBApUH MPOBOJSTH i3 BUKOPHUCTAHHIM TybepKyJliHiB PPD a6o HCSM, ski noBuHHi

BUTOTOBJIATHUCS 3 ITaMiB M. bovis «AN5» a6o «Vallee».

2. The thesis is devoted to identify theoretical and practical justification, summarized research results of
development, implementation and harmonization with the EU requirements «PPD Tuberculin Mammalian
purified» drug for the allergic reactions of the macroorganism. Selected by breeding, the sealed production strains
M. bovis Vallee KMIEV-9 and M. bovis Vallee KMIEV-9KM appeared to be highly proteinogenic, they comply with
the requirements of Council Directive 97 /12 (dated March 17, 1997) and used during the production of experimental
production series PPD-tuberculin for purified mammalian. The mass fraction of protein in a sample of tuberculin
made from the strain M. bovis Vallee KMIEV-9 is (0,89 + 0,1) mg / cm3, while in the sample of tuberculin of the
strain M. bovis Vallee, KMIEV-9KM it is significantly higher (p <0, 05) and it comes up to (1.20 + 0.2) mg / cm3. The
production strain of mycobacterium M. bovis Vallee KMIEV-9KM during cultivation on a synthetic nutrient
medium of Soton HB or KF allows to accelerate the growth and increase the accumulation of bacterial mass of
mycobacteria from one vial to (16,1 + 0,2) mg and allows to increase the output of tuberculin accordingly to (1.20 +
0.1) mg / cma3. For the adaptation, selection and accumulation of production strains bacterial mass, Soton KF and
Soton-KhB nutrient media were developed, on which the M. bovis culture begins to grow (4.2 + 1.1) days earlier and
gives more accumulation of bacterial mass (microbial film is formed (4,1 + 0,9) days earlier, in comparison with an
initial strain). New technological methods of PPD-tuberculin manufacturing have been developed: the method of
obtaining tuberculin from culture fluid and bacterial mass of mycobacteria, and the method of manufacturing
PPD-tuberculin using membrane microfiltration and ultracentrifugation methods, which allowed to obtain highly
active and specific diagnostic allergen. When making tuberculin with the use of membrane microfiltration
technology and ultracentrifugation at 14,000 rpm., some product characteristics significantly increases: the
protein yield after trichloroacetic acid precipitation (p <0,05) to (8,6 + 0,5) g, the yield of tuberculin from 1 liter of
medium (0,7 + 0,1) g and the mass fraction of protein to (0.6 + 0.1) mg / cm3. The drug is guaranteed to be sterile
and highly purified. To conduct control studies of experimental and production series PPD-tuberculin for
mammals, a method has been developed for determining the activity of purified tuberculin (MAP) for mammals in
animals suspected of avirulent cultures of M. bovis, which involves the use of inactivated or attenuated
mycobacteria. The developed method is specific and safe for the health of animals and humans and prevents the
proliferation of living mycobacteria in nature. Experimental research series No. 1 (E) and No. 2 (E) PPD-Tuberculin
for purified mammals have showed high diagnostic activity and specificity. The activity of the tested series of
tuberculins No. 1 (E) and No. 2 (E) was 49,000 IU / mg and 47000 IU / mg, respectively, which complies with DSTU
4664:2006 and Council Directive 97 /12 of 17 March 1997, according to this Directive, the tuberculinization of



animals is carried out using PPD or HCSM tuberculins, which have to be manufactured from M. bovis strains AN5
or Vallee.
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