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Cryoextract Hormone Content
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Pe3ynbrarsl CBHICTENBCTBYIOT, YTO PA3IHYHBIE PEXUMBI HU3KOTEMIIEPATypPHOTO XPaHEHHs OKa3bIBAIOT BIHMSHHE HA YPOBEHb
COZepKaHMs OTACIBHBIX TOPMOHOB B KprodcTpakTe mianenTsl (KOITn). Hanbonee onTuManbHBIM pe:KUMOM XPaHEHUS, B COOTBETCTBHI
C TeXHOJOTUYECKHM TporieccoM npurotoBienus KOIIn, sBiusercs xpanenue npu temneparype —20°C oIHN CyTKH ¢ TTOCIIETYIOMNM

JIATEIIbHBIM XPAaHCHUEM IIPU TEMIICPATYPE ) KUAKOTO a30Ta.

Knioueswvie cnosa: KPHUOI3KCTPAKT IIIACHTHI, TOPMOHBI INTALICHTBI, HU3KOTEMIIEPATYPHOC XPaHCHHUEC.

PesynbraTu cBiguaTh, MO pi3HI peXKUMU HU3BKOTEMIIEPAaTyPHOTO 30epiraHHs BIUIMBAIOTh HA PiBEHb BMiCTY OKPEMHUX TOPMOHIB y
kpioekctpaxti ianeHTy (KEILT). Hait6inbm onTuMansHIM peskuMoM 30epiraHHs, BIIIOBITHO 10 TEXHOJIOTIYHOTO POIECY MIPUTOTYBAHHS
KEITn, € 30epiranus npu temmeparypi —20°C ogHy 100y 3 HOAaIBIINM TPUBAIUM 30€piraHHSAM IPU TEMIIEPaTypi PiAKOTO a30Ty.

Kntouosi cnosa: KpiekCTpaKT IUIALICHTH, TOPMOHH ITALICHTH, HU3bKOTEMIIEpaTypHE 30epiraHHsi.

Results proved the different low temperature storage regimens to affect the level of certain hormones content in cryopreserved
placenta extract (CPE). According to the technological protocol of CPE preparing a one-day storage at—20°C with further-long term
storage under liquid nitrogen temperature was found to be the optimum regimen.

Key-words: placenta cryoextract, placenta hormones, low temperature storage.

HNaTepec KIMHUYECKOW MEIUIIMHBI K OHMoIpe-
naparam 3MOpPHO(ETOIIAIIEHTAPHOTO TPOUCXOXKICHUSI
BBI3BaH HUX BBICOKOW M MHOTOCTOPOHHEH OmHoO-
JOTHYEeCKOW aKTUBHOCThIO. OJHUM H3 IHPOKO
HCIOJb3YyEMbIX HCTOYHHKOB MOJTYYEHHs] MOZOOHBIX
IpenapaToB SIBJSETCS IMJIAllEHTa — MPOBU30PHBIN
OpraH, CIyXalliuil MPUPOAHBIM OapbepoM, KOTOPBIH
3alUIIAET IUI0J OT BPEAHOTO BIUSHUS OKPYKaroIen
cpensl [1]. dapmakonelHsld mpenapar “sKCTPakT
IUTAIEHTHI JJIs UHBEKIUA~ MPEeCTaBIsIeT CO00M
BOJIHBIN SKCTPAKT, OIY4YEHHBIA U3 KOHCEPBUPOBAaHHOMN
Ha xosonie (4°C) miameHThl YeIoBeKa, CTEPHIIN30-
BaHHbIH pu 120°C B Teyenue 1 yaca 1 npuMeHsIEMBbIit
B KIIMHIYECKOHM MPaKTHUKE IS CTUMYJISIIIUYA OOMEHHBIX
1 pereHepaTUBHBIX IpoIiieccoB [3].

Pa3BuTue HU3KOTEMIIEPATYPHBIX TEXHOJOTUN
MOJTyYeHHs] IMMYHOOHOJIOTHYECKUX TpenapaToB, B
toM uucie u KOIIn, HanpaBiieHHOE Ha MaKCUMAaJIbHOE
COXpaHEHUE UCXOIHOTO COCTaBa U AKTUBHOCTH OMO-
MaTepuaia, Mo3BOJUI0 000TaTUTh MPAKTHYECKOE
3/IpaBOOXpaHEeHUE HOBBIMH 3()(PeKTUBHBIMU Jieueo-
HeiMU cpenctBaMu. U3rortosnenue KOIIn mpex-
oJiaraeT MpUMEHEeHNE THIIOTEPMUYIECKUX U OTPHIIa-
TENBHBIX TeMIEepaTyp A 0oyiee MOITHOTO pa3py-
[ICHUS KJIETOYHBIX MEMOpaH U BBIX0JIa TPAKTUICCKH

Interest towards embryoplacental biopreparations
in clinical medicine has been reasoned by their high
multiple biological activity. Placenta as a provisory
organ, being a natural barrier which protects fetus
against a harmful environmental effect [1] is known
to be one of the mostly used sources for obtaining such
preparations. “Placenta extract for injections” as
pharmacopeial preparation is an aqueous extract
obtained from cryopreserved in cold (4°C) human
placenta sterilized at 120°C for 1 hour and used in
clinics to stimulate metabolic and regenerative pro-
cesses [3].

Development of low-temperature technologies for
obtaining immune biological preparations, among those
placenta CPE, directed to the maximum preservation
of'initial content and biomaterial activity enabled us to
enrich the practical health care industry with the novel
effective medicines. CPE production foresees the
application of hypothermic and negative temperatures
for more complete cell membrane damage and release
of practically unchanged biologically active substances
into the extract solution. Quite a significant question
thereat is known to be the problem of further storage
of procured CPE with the aim of the maximum keeping
its content and properties.

Aodpec onsa koppecnondenyuu: Ilepunk O.A., UHcTUTYT mpobIem
kpuoduonoruu u kpuomenuiael HAH Vipaunsl, yn. [epesicnaBckas,
23, . XappkoB, Ykpauna 61015; ten.:+38 (057) 777-42-84, daxc: +38
(057) 772-00-84, e-mail: cryo@online.kharkov.ua

NMPOBJIEMbI
KPUOBMHOJIOTUU
2004, N24

Address for correspondence: Perchik O.A. Istitute for Problems of
Cryobiology&Cryomedicine of the Natl. Acad. Sci. of Ukraine, 23,
Pereyaslavskaya str.,Kharkov, Ukraine 61015; tel.:+380 57 777 4284,
fax: +380 57 772 0084, e-mail: cryo@online.kharkov.ua

PROBLEMS
OF CRYOBIOLOGY
2004, N24



HE M3MCHEHHBIX OMOJOTMYECKH aKTHBHBIX BEIIECTB B
SKCTparupytomuit pacteop. Ilpu 3ToM cyliecTBeH-
HBIM SBJISETCS BONPOC MOCIEIYIOIIEr0 XpaHEHUS
nosryaeHHoro KOIn ans MakcuManbHOTO COXpaHeHUs!
ero cocraBa U cBoiicTB. OueBUIHASA CIOKHOCTH
OMOXUMUYIECKOTO, TIPEIKIE BCETO OEITKOBOTO COCTaBa
KO3Iln, Hanuuue B HEM TOPMOHOB, BUTAMHUHOB,
pPOCTOBBIX (AaKTOPOB M JIPYTUX OMONOTHYECKHU
AKTUBHBIX BEIIECTB 3aTPYIHSIIOT €T0 HICHTH(UKAIIHIO
U KOJMYECTBCHHYIO OICHKY, B TOM YHCJIC U TPH
XpaHEHUHU, OJHAKO 3THU HUCCIEHOBAaHUS SBISIOTCS
HEOOXOIMMBIMH.

Ha nepBom srarne nccnenoBanus , KOHEYHOH LENbIO
KOTOPOTO SBJISAETCS pa3paboTka HOBBIX METOIOB
KOPPEKIIUHA 3CTPOTreHACPUIUTHBIX COCTOSHUN Y
JKEHINWH, 1[eJ1eco00pa3Ho ObLIO OIEHUTH COCTaB
KO3IIx (TmaBHBIX TOPMOHOB TUNIO(PHU3aPHO-TOHATHON
CHUCTEMBI, a TaKKe TUITO(PU3APHO-HANTOICUHUKOBOU
CHCTEMBI — KOPTH30J1a) U ITPOCIICIUTE BIUSHAC HA HETO
Pa3TUYIHBIX PEKUMOB XpaHEHHUS.

Matepnanbl 1 metoAbI

MarepuanoMm uccieOBaHUS SBISJICS Mpenapar
K3Iln, n3rotoBneHHbI cornacHo [5] u3 9 miameHT,
B3ATHIX BO BpEMs ONEpallUd KECcapeBO CEUYECHHUE Y
310poBbIX keHuH. Cogepxkanue B KOIln ¢pomnuky-
noctumynupytouiero ropmona (OCI') u morenHu-
supytoero ropmona (JII'), mponaktuna, acTpaauona,
TECTOCTEPOHA, POTECTEPOHA, KOPTHU30JIa ONIPEIEIISIIN
METOJA0M TBepA0o(Pa3zHoro UMMYHO(DEPMEHTHOTO
aHaJIM3a C UCIOJIB30BAaHUEM TOTOBOM TECT-CHCTEMBI
“Anprop-6mo” (CII6, Poccus™ ) [4]. Bce abcomoTHBIC
BEJIMYMHBI cojepxanus ropmoHoB B KOIln O6wutn
MPOHOPMUPOBAHBI Ha KOHIEHTPALUIO Oelika B Ipooe.
Konuentpamuio ropmonos B KOIIn ouenuBanu npu
CIIEAYIOMINX peXUMax XxpaHeHus: [ — cytku npu 4°C;
II — cyrku mpu —20°C; III — cytku npu —20°C, 3aTem
1 ron mpu —196°C; IV— cytku npu —196°C, 3aTem
1 rog ipu —20°C. Be160op pexxrMOB ONpeAesIcs TeX-
HUYECKUMH ocoOeHHOCTAMH monydeHus KOII.
KonTpoisiem sIBIISIICA CBEXKENOMYUYEHHBINH 3KCTPAKT,
[NPUTOTOBJIEHHBIA B COOTBETCTBUHU C METOAUKOMN
noryuenus KOOI .

Cratuctudeckas oOpaboTka MaTepuaia mpoBe-
JeHa OOMIENPUHSATHIMU METOJIaMH 0 t KPUTEPHIO
Creronenra-dumepa.

Pe3yAbTathl M 00CyXXAeHHe

Kaxk oka3zanoch, pa3auvHble YCIOBUS XpaHEHUS
OKa3bIBAIOT BJIMSHUE Ha YPOBEHBb COJCpKaHUS
otnienbHBIX ropMoHoB B KOIIn mpu Tom, 4to coaep-
JKaHue o0rmero 0enka B mpobax 0CTaeTCsl CTaTHCTH-
49eCKH HEM3MEHHBIM (Tabnuia). Tak, komudectso JIIT
B KPHODKCTPAKTE IJIAIICHTHI TIOCTIE XPaHSHHS 3HAYH-
TENFHO YMEHBIIIAETCS [0 CPABHEHHUIO C HCXOIHBIM TIPH
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Obvious complicity of biochemical, and first of all,
a protein CPE content, the presence of hormones,
vitamins, growth factors and other biologically active
substances complicate identification of it, as well as
quantitative evaluation, also during storage, these
investigations are nevertheless of vital importance.

At the first stage of research, final aim of which is
elaborate of the novel methods for estrogen-deficit
states correction in women, it was expedient to
evaluate CPE content (cortisol known as the major
hormones of hypophysis-gonade system, as well as of
hypophysis-adrenal one) and to reveal the effect on it
of various storage regimens.

Materials and methods

CPE preparation procured according to the paper
[5] from 9 placentas derived during Cesarean section
of healthy women was the material under study.
Contents of follicle-stimulating hormone (FSH) and
luteinizing hormone (LH), prolactin, estradiol,
testosterone, progesterone, cortisol in CPE were
determined by the method of solid-phase immune-
enzyme analysis using “Alcor-bio” test-system (Russia)
[4]. All the absolute hormone content values in PCE
were normalized for protein concentration in a sample.
Hormone concentration was evaluated at following
storage regimens: I — 1 day at 4°C; II — 1 day at
—20°C; III — 1 day at —20°C, then 1 year at —196°C;
IV — 1 day at —196°C, and 1 year at —20°C. Regimens
were selected according to the technical characteristics
of CPE obtaining. Freshly isolated extract prepared
according to the method for CPE procurement was
assumed as the control.

Statistical processing of the material was
accomplished using traditionally assumed Student-
Fisher methods on t-criterion.

Results and discussion

Various storage conditions were found to affect the
level of certain hormones content in CPE while total
protein amount remained statistically unchanged in the
samples (Table). Thus amount of LH in placenta
cryoextract significantly falls after the storage
comparing to the initial content at all the storage
variants tried.

The less successful was found to be the regimen
111, application of which resulted in more than two-
fold fall in LH level (p<<0.001).

Similarly to the described above situation the FSH
content has also changed in placenta cryo-extract: it
falls at all the mentioned storage regimens and it
reached the minimum at the regimen III.

Prolactin during storage acts in a different way: its
amount sharply falls even at 4°C already in 1 day, and
the use of the temperatures lower than 0°C only slightly
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BnustHue ycnosuii xpaHeHUsI Ha TOpMOHANBHBIN cocTaB KOIIn
Effect of storage conditions on the CPE hormone content

Pe>xuM HU3KOTeMIIepaTypHOTro O6unit 6enok, AT, OCT, Ipoaakrus, | Scrpapuon, | Tecrocrepown, | Ilporecrepon,| Koprusoa,
XpaHeHUd MT/MA ME/ARr ME/ARr MME/AlIT | HMOAB/AMIT HMOAB/AMIT HMOABL/ AT HMOABL/ARIT
Regimen of low temperature Total protein, LH, FSH, Prolactin, Estradiol, Testosterone, Progesterone, Cortisol,
storage mg/ml TU/1thg 1U/1thg mlU/1hg nmol/lihg nmol/lihg nmol/lihg nmol/lihg
K(O:I;ggr%?b 18,8+3,6 48,4+7,98 22,1+4,17 1594357 1,17+0,17 4,81+0,92 48,1+7,6 2485+630
I= 1 cyrru npu 4°C 16,0%2,1 257%501 | 14,9+2,05' | 815+190 | 0950029 | 2,94=0,074' 31,9%7,9 1150274
I —1dayat 4°C
II— 1 cyrxn mpu —20°C 148+1,8 30,7£506 | 132%3,06 | 1553=150° | 1012014 | 3,65%0,60 34,8%7,8' 1533210
II — 1 dayat—20°C
III— 1 cyrku npu —20°C,
3areMm 1 rop mpu —196°C 1
I — 1 dayat—20°Cfollowed by 15,0%+4,2 21,4+3,38 11,0+2,9 1337420 1,05+0,23 3,68+1,06 27,0+4,8 1392+515
1 year at —196°C
IV— 1 cyrku nmpu —196°C,
3arem 1 rop mpu —20°C > 2 .
IV — 1 dayat— 196°C,followed 17,1+2,2 253+4,18 12,3%=1,93 1088310 0,69=+0,11 2,80=0,51 21,757 1293+189
by 1 year at —20°C

TMpumeuanue: BeposTHOCTD pa3HHIBI (P) KOHTPOIISL C PeXKUMAaMK HU3KOTeMIIeparypHoro xpanenust: | — p<0,001; 2 — p<0,05.
Note: Probability of the difference (p) in the control with storage under low temperature regimens: ! — p<0.001; 2 — p<0.05.

BCEX OMPOOOBAaHHBIX BapHaHTax XpaHeHus. Hanmenee
yaauHbIM TIpenctasisercs pexxum lII, npumenenne
KOTOPOT0 PUBEJO K NajeHuio ypoBHs JII' Gornee uem
B 2 pa3za (p<0,001).

CX0HO ¢ ONMMCAHHBIM BBIIIE MEHSAETCS COnIEp-
skaHue OCI' B KpHOIKCTPAKTE IUIALIEHTHI: OHO YMEHb-
maeTcs NpHU BCEX MPUBEACHHBIX PEKUMaX XpaHEHHUS
1 MUHUMAaJIbHO IIpH pexume I11.

[IponakTue npu XpaHeHWU BeneT cebs mHade:
KOJIMYECTBO ero pe3ko mnaaaet npu 4°C yxe uepes
OJIHU CYTKH, a UCII0JIb30BaHue Temreparyp Hike 0°C
TOJIFKO HE3HAYUTEIHFHO YMEHBIIAET €r0 COACPKAHHE
B KOIIn mo cpaBHEHUIO ¢ UCXOMHBIM (Ta0muUIa).

OcTpaanon, Kak MOKa3bIBAalOT ITOJyYEHHBIE PE3YIlb-
TaThl, Jy4YIIe COXPaHSAETCAd MPHU HCIOJIb30BAaHUH
temnepatypbl —20°C, pexxumsl 11 u 111 obecnieunBaror
conepxanue B KOIIn 6onee 80% McXomHOTO KOMH-
yecTBa 3Toro ropmoHa. [IpumeHnenue ke remMneparyp
xpanenus —196°C ¢ nepernocom B —20°C (pexum 1V)
MPUBOJIUT K 3aMETHOMY YMEHBIICHUIO KOJIMYECTBa
M3y9aeMoro ropMoOHa.

Conepxanne TecTocTepoHa m3mensiercs B KOIn
[IpH XpaHEHUH TOAO0HBIM 00pa30oM: HaMeHee yaad-
HBIM SABIISIETCS UCTOJb30BaHUE pexumMoB | u IV,
OJTHAKO JJa)Ke IPU CaMOM ‘JKECTKOM ™ XpaHEHUH KOJIH-
YeCTBO TECTOCTEpOHa He majaeT Huxe 60% ot
HCXOAHOTO. AHAJIOTUYHO pearupyroT Ha XpaHEHHe
MIPOreCTEPOH U KOPTHU30J], Al HUX TaKkKe HaluMeHee
yaauHsl pexxumsl [ u IV.

[IpoBeneHHbIe pe3ynbTaThl NOKA3bIBAIOT, UTO TaXKe
kparkoBpemeHHoe (1 cytkn) xpanenune KOITn mpu 4°C
(pexum 1) HEXETaTETHHO, TOCKOJIBKY BEJET K CyIIle-
CTBEHHOM IOTE€pE FOPMOHAJIBHON COCTABIISIOLIEH
M3y9aeMoro OMOJIOTHYECKH aKTUBHOTO Tiperapara. To
’K€ MOXKHO OTHECTH K TPUMEHEHUI0 pexuma [V: niu-
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reduces its amount in CPE comparing to the initial one
(Table).

Estradiol, as the results showed, is better kept when
using the temperatures of —20°C, regimens II and III
provide the content of more than 80% of the initial
amount of this hormone in CPE. Use of the storage
temperature of —196°C with the transfer into -20°C
(regimen 1V) results in a noticeable decrease of the
amount of hormone studied.

Testosterone content is changing in CPE if stored
in the same way: the less successful was found to be
the use of regimens I and IV, although even at the
“rigid” storage testosterone content did not fall lower
than 60% of the initial one. Progesterone and cortisol
respond similarly to the storage, the regimens [ and IV
are less successful for them.

Obtained results demonstrate that even a short term
CPE storage (1 day) at 4°C (regimen 1) is unfavorable,
for it causes a considerable loss of hormone component
in the biological preparation studied. The same was
noted for the regimen IV: a long-term storage at —
20°C is not able to provide the qualitative integrity of
such biologically active substances in extract as
hormones are. It is essential thereat that the results
presented are not always statistically significant, and
noticeable differences in indices depending on storage
regimens are only established in several cases (Table).
According to the CPE preparing technique the
temperature of —20°C was found to be the optimum
storage regimen with further long-term storage at liquid
nitrogen temperatures.

Question on biological composition of cryopreser-
ved preparations is of great interest, for biological
activity of those is not only a certain hormone spectrum
[7]. Even more, comparing their physiological concen-
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TesnbHOe XpaneHue npu —20°C He MOXKeT 00eceunTh
KOJTMYE€CTBEHHYIO COXPAHHOCTD TAKUX OMOIOTHYECKU
AKTHUBHBIX BEUIECTB B KCTpPaKTe, Kak TopMoHEI. [Ipn
3TOM Ba)KHO, YTO IIPUBEACHHBIE PE3yIbTaThl HE BCerna
CTaTHCTUYECKU JTOCTOBEPHBI, & 3HAUNMBIE Pa3NUUuusl
MoKazaresne B 3aBUCUMOCTH OT PEKHMOB XpaHEHUS
YCTaHOBJICHBI JIUIIb B OTACIBHBIX CIIydasx (Tadauma).

B cooTBeTCTBMM C TEXHOIOTHYECKUM IPOLIECCOM
npurotosnenns KOIIn nanbonee onTuManbHbIi pe-
XKHUM XpaHeHus: — remneparypa —20°C ¢ mocneayto-
UM JJIUTEIbHBIM XpaHEHHEM IpH TeMmIieparype
KHUJKOTO a30Ta.

Bonpoc o 6uonornueckom coctaBe KpHOKOHCEPBH-
POBaHHBIX IPENapaToB NPEACTABIAET 3HAYUTEIBHBIN
HWHTEpPEC, MOCKOIbKY OMOIOTHYEeCKasi aKTHBHOCTH MX
JAJIEKO HE MCUEPIBIBACTCS COIEPKaHHEM OIIpesie-
JIEHHOT'O cIleKTpa TopMoHoB [7]. Bosee Toro, comoc-
TaBJieHHE (U3MOIOTHYECKUX KOHLEHTpPAUd HX B
CBIBOpOTKE KpoBH, B KOIIn ¢ koHLEeHTpanuen coot-
BETCTBYIOIINX TOPMOHOB B JIEKAPCTBEHHBIX (opMax
y0exaaeT B TOM, YTO OMOJOTHYECKOE AeHCTBHE
KO3IIx [2, 6, 8] HE MOXeT OBITH OOBSICHEHO TOJBKO
coJiepKaHNeM Ka)JI0TO KOHKPETHOTO ropMoHa. Tak,
collepaHue ICTpUONa B OAHOHM (apMakoneiHou
ceeue “Opectun” pupmbl Organon coctapiseT 0,5 Mr,
conepxanne scrpagnoiia B KOIIn — 5,99x10r/mi.
OpHako KIMHUYECKUH OMBIT MOKa3bIBAE€T BBHICOKYIO
aktuBHOCTh KOIInm mpu acTporenneuuTHBIX coc-
TOSTHUSX.

BbiBOADI

Cuuralot, 4To ry0OKOE OXJaKACHUE, BIUIOTH 10
[IOJTHOTO 3aMEP3aHus, 4aCTO HE MPUBOAMT K IEHATypa-
LM ¥ 3HAYUTETEHO MEHBLIIE HapyIIaeT KOHPUTypaLUo
CHCTEMBbI OMOMOJIEKY. DTO MPOUCXOAUT NPHU UACATIb-
HOM COOTBETCTBUH CTPYKTYP MaKpOMOJEKYT U
KPUCTAJNTMYECKON PEIIETKH JIbJIa, B PE3YJbTaTe YEeTO
9TH NaOWJIbHBIE LEMU OCTAIOTCS Kak Obl 3a(UKCH-
pPOBaHHBIMHU 0€3 CYIIECTBEHHBIX MOBpexAeHnid. Ha-
THUBHBIE MaKpPOMOJIEKYJIbI (CIOXKHBIE OENKH, HyKJIEO-
TUBI), BKIIOUEHHBIE B KPUCTAIUIMYECKYIO PEIIETKY
JbJa, HE TIOBPEXKJAIOTCS B PE3YJIbTaTe UX KOJUIOU-
HOTO COCTOSIHHS, KOTOPOE JIOIyCKaeT 3HAYUTEIbHbIC
MIPOCTPAHCTBEHHBIE TPAHCIOKALMH U Je(OpMaLliH B
aensHou cTpykrype [9]. B To xe Bpems ¢puznko-xu-
MHUYECKHUE MTPOLECCHl IPH 3aMOPAXKUBAHUH COJIEBBIX
9KCTPAKTOB HEN30EKHO MPHUBOAT Yepe3 pa3inyHbIe
MEXaHU3MbI K MOAU(UKAIINN MOJIEKYIISIPHOTO COCTaBa
buonormyeckux xuakocrei. Ilomyduennsle Hamu
pe3yNIbTaThl OYCHB OJU3KHU K TaHHBIM [1], B COOTBET-
CTBUU C KOTOPBIMH XpaHEHWE TKaHH IJIAIEHTHl IpU
temneparype 4°C CHMXKaeT cojepKaHHe B HEH OT-
JETbHBIX TOPMOHOB, YTO aBTOPHI CBSI3BIBAIOT C AKTH-
Baneil pepMEHTOB OTPaHMYEHHOI'0 IMPOTEOJIU3A.
OueBunno, uro KOIln, kak m060if UMMyHOOUO-
JIOTMYECKUH Mpenapar, HyK1aeTcs B CTaHAapTU3ALHH,
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trations in blood serum, in CPE with the correspondent
hormones concentration in medicinal forms convinces
us that CPE biological effect [2, 6, 8] could not be
only proved proceeding from the content of each
certain hormone. Indeed, the content of estriol in phar-
macopieal suppository “Ovestin” (Organon) makes
0.5 mg, estradiol content in CPE is 5.99%10°g/ml.
Clinical experience has showed however a high CPE
activity at estrogen-deficient states.

Conclusions

One considers that deep cooling down to a complete
freezing not always results in denaturation and in a
lesser extent impairs the configuration of biomolecules’
system. This occurs at ideal matching of a macro-
molecule structure and crystal ice lattice, as a result
these labile chains remain fixed with no considerable
impairments. Native macromolecules (complex pro-
teins, nucleotides), being in a crystal ice lattice are not
impaired because of their colloid state, which accepts
considerable spatial translocations and deformations
in ice structures [9]. At the same time physical and
chemical processes during saline extracts freezing, via
various mechanisms inevitably cause the molecular
composition modification in biological fluids. Obtained
by us results are consistent with the data [ 1], according
to those the storage of placenta tissue under the
temperature of 4°C reduces the content in it of certain
hormones, which is thought to be related to enzymes
activation of a limited proteolysis. CPE as either
immunological preparation needs the standar-dization,
which should refer to its biochemical content, general
biological and specific properties.
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