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OBLLAS MATOJ1I0MMS U NATONIOTMYECKAS dU3NOJIOT A

0 MAPKEPAX OBLUEA MATONOTUHU

B./I.I1anonos, B.B.Ilanonos, I'.B.baiinakosa

Meduxo-eenemuueckuti Hayunoii yenmp PAMH, Mockea

AHaiu3 GeIKOBOTO COCTaBa JIEMKOLUTOB MMO3BOJMI BBISIBUTH B KAaYeCTBE MapKepoOB OOILEH
I1aTOJIOTMM [Ba OENKOBBIX IapamMeTpa, KOTOpble OKa3aluch aHoMadbHbIMU (53K/H2A>0.25:;
43K/H2A<1.61) y Bcex 1627 obcaenoBaHHBIX ¢ KIMHWYECKH MTOCTABIEHHBIMM JMATHO3AMU
Hose3Hel pazTuyHoi aTHoNoruu. CpaBHEHHe ¢ TPATUIIMOHHBIMU MapKepaMu ob1eil marosio-
TUU TOKA3BIBAET, YTO I10 YYBCTBUTEIILHOCTU U CIIEKTPY ACCOLMUPOBAHHBLIX HO30JIOTHIT 0OHA-
pYXXEeHHbIe OeJIKOBbIE MapaMeTphl JIEWKOLIUTOB MOTYT MPETEHI0BATH HA POJIb 30JI0TOIO CTAH-
JlapTa B BBISIBJICHUH OOIIEH MaTOJIOTUH, [UISI CKPUHUHTA HOBOPOXKIECHHBIX, HYXXIAIOUIMXCS B
JIEYeHUM MM TPOodUIaKTAKE, PAaOOTHUKOB C BPEAHBIMU YCIOBUSIMM TPyda, HaceleHUs
SKOJIOTUYECKN HEeOJIaromoydHbIX TEPPUTOPUI U U MOHUTOPMHIA OOJBHBIX C LEbIO
MIPEAOTBPAIIEHUS] TEPATEBTHUECKUX OCIOXHEHMUIA.

KuoueBwie cioBa: obuan namonoaus, neuouumst, 6eixu

[ToHsiTe 0OIIEeH MaToJOruu sBisgeTcsl pyHLAMEH-
TOM TEOPETUYECKOU MEAUIIUHBI, [TOCKOJbKY B HEM
KOHLIEHTpHUpYeTcs: 00001IeHHAas MHMOpMAITUsL O 3a-
KOHOMEPHOCTSIX, CBOMCTBEHHBIX BCEM OOJIE3HSIM,
HE3aBMCUMO OT MPUYUH KOHKPETHBIX 3a00JieBaHUN
1 MHIMBUIYaIbHBIX 0cobeHHOCTe OonbHbIX [10,11].
K coxaneHnio, TeopeTHIECKON MEIUIIMHON elle B
JIOJDKHOM Mepe He OLIEHEHO 3aKJIIOYEHUE O TOM, YTO
B PA3BUTUU JTI0OOOro 3ab0seBaHUSI UMEIOTCSI TaK Ha-
3bIBA€Mble OECCUMITTOMHBIE TOKJIMHUYECKUH U I10-
caekauHuIeckuit mepuonst [10,11]. M3 storo cie-
JIYET, YTO MOMUMO KIIMHUYECKUX MMPU3HAKOB YacT-
HOU U OOIIIell MMaTOJIOTUM, BBISBIISIEMbBIX BU3YaJlbHO
B BUIE AHATOMMYECKUX U (DU3UOJIOTMUYECKUX I10-
BPEXJIEHUH, CYIIECTBYIOT CYOKIMHUYECKUE [IPU3HA-
KU MAaTOJIOTHH, BBISIBJISIEMbIE HA PAHHUX dTarax pas-
BHTHS 3a00JIeBaHUN (JIOKITMHUYECKUE TIPU3HAKK), A
Takke B OECCHMMIITOMHOM ITOCIEKJIMHUYECKOM IIe-
puoje Goyie3H (MOCIEKIMHUYECKNE TIPU3HAKM).
IlpusHaku OECCUMITOMHONM, HEBUIUMOU KIMHU-
LHCTY MAaTOJOTWH BBISIBIISTIOTCSI C TIOMOLLBIO OUOXH-
MHYECKUX, UMMYHOJIOTUYECKUX, OMODU3UIECKUX,
MOJICKYIISIPHO-OMOJIOTMYECKUX U MOJIEKYJISIPHO-Te-
HETUYECKUX UCCIIENOBAHUMA.

Adpec daa xoppecnondenyuu: 115478 Mocksa, yi. Mock-
sopeuse, 1. 1. MTTHII PAMH. V_Paponov@mail.ru. [amo-
=08 B.J1.

[lenp HacToOsIIIEro COOOLIEHMSI — TIPHUBJIEHD
BHUMAaHUWE UCCIIEOBATENeN K CYOKIMHUYECKIM TIPU3-
Hakam oOllIel MaToJOrMu U, B YaCTHOCTU, K OOHa-
PY>KEHHBIM HAMM B pe3yJbrare JABaJALATUICTHUX TT0-
JCKOB YHUKATBHBIX 10 YYBCTBUTEIBLHOCTU U CITEKT-
PY BBISIBIISIEMBIX 3a00JI€BAHMIA MAPKEPOB 00ILEi T1a-
ToJoruM [6-8]. DU MapKephl CBI3aHBI ¢ AHOMAJIb-
HOW peakiMell TeHEeTUYEeCKOro amrmapara JIeHKOoIM-
TOB YEJIOBEKA HA MATOJOTMYECKUEe COCTOSHMS Opra-
HU3Ma, MNPOSIBIISIIOIIEICS B aHOMAJIBHOM COJIepiKa-
HUU B JIEUKOLIMTAX OEJIKOB C MOJIEKYISIPHOI Mac-
coit 53 u 43 x/1 (53K un 43K).

METOOMWKA UCCINELOBAHUA

ConmepxaHue OEJIKOB B JISMKOILUTAX KPOBU OITPEIe-
JISUTH ¢ TIOMOIIBIO OJHOMEPHOTro 3JeKTpodopesa B
ITAAT ¥ IeHCUTOMETPMPOBAHUST IeJIeBBIX [I1ACTH-
HOK, OKPAIIEHHBIX M OTMBITbIX OT M30BLITOMHOIO
kpacutenst kymaccu R-250, na criekrpocdoromerpe
“Gilford” mpu A=570 HM 110 BEJIUUMHE AMIUIMTY CO-
OTBETCTBYIOILLIMX TOYEK AeHCHUTOrpamMm. Mcronb3opa-
JIM OTHOCHUTEJIbHBIE OesikoBbie rnapamerpnbl S3K/H2A
u 43K/H2A, rne H2A — rucroHoBblil 0esloK Jieii-
KOIIUTOB.

O6cnenoBainu maueHToB (n=1627), y KOTOpbIX
B CIIEIUATU3UPOBAHHBIX MEIUIIMHCKUX YUPEKIe-
HUSX KIWHUYECKH OBLIM AUMATHOCTUPOBAHDBI: Had-




DS 50 TIATOJIOMMyu U TIATOTIOMMYECKAY ®U3NONO0MMy

ClcIcTBeHHBIE OOJIE3HM, CBSI3aHHBIE C MyTallMei
wosspeTHOrO reHa (Hepogubpomaros 1 tuma, de-
siseToHYPUS; n=44); BPOXKIEHHBIE XPOMOCOMHbIE
S0Tc3HN, CBI3AHHBIE C aHEYIUTOMOWEH (CHHIPOMBI
Aavea. Knaitadgensrepa, Ilepermresckoro—TepHepa,
TOITBEDXIACHHBIC KAPUOTUITMIECKU; n=55); MYJIb-
THOaxTOpHbIE 3a00JIEBAHUS C TEHETUYECKOU Ipen-
DECTIONOXEHHOCThIO (ITcopuas, SI3BeHHasl 0O0JIe3Hb
SSOVIKAa U JIBEHAIMIIATUTIEPCTHOM Kuiuku; n=170);
S0IE3HHM C BPOXKICHHBIMU U MPUOOPETEHHBIMU e~
SesTaMu UMMyHMTeTa (0011asg BaprabebHasl TUITO-
TaavariodysmHeMus, OpoHxUanTbHast actMa; n=115);
oERoIOoTMYeCKUe 3a00JIeBaHUST 18 pasmMyUHBIX JIO-
saTmsanuit (JIerkue, XXeJyaoK, KoxXa, TOpTaHb, Ku-
LIENHUK, MOJIOYHAS, IIUTOBUIHAS, TIPEICTATeIbHAS,
TOTESTVIOYHAS JKee3bl, IIeYeHb, ITOYKKU, MOYEBOM
IV3sIpb, KOCTU CKeJleTa, MaTKa, SIMYHUKU, TOJOB-
#2011 MO3T, JIuMbaTUIeCcKast U KpOBETBOPHAsSI TKAHU;
#=203): uH(peKUOHHbIe 3a00JIEBaHUSI BUPYCHOTO U
SaxTepHaIbHOTO MPOUCXOXIeHUS (TemaTuT, reprec,
mamiuioma, Tyoepkyies; n=159); 3a0oyieBaHUsI, BbI3-
sasHbBIe IeicTBUeM (U3MYecKux (HakTopoB, B 4acT-
HOCTH WOHMBUPYIOIIEeH panuauueit (ayyeBass 60-
Ze38b; 71=13); 00JIe3HU Pa3TMYHbIX OPraHOB M CHUC-
Tem — cepiaeuHo-cocyaucToir (n=118), mouexk u
MO9EBBIBOIAIIMUX MyTeill (n=61), meyeHu U XKe-
wesbiBoadIINX nyteit (n=140), yxa, ropma, Hoca
(m=61). Kocreit u cycraBoB (n=109), xexymouHO-
satmegHoro tpakTa (n=179).

ObocHoBaHME IPAHUILBI MEXKIY HOPMATbHBIMU
¥ 2aHOMAIBHBIMU 3HAYEHUSIMU UCITOTB3YEMbIX Oes-
SOBLIX 11apaMeTpPOB JICWKOIIUTOB JIAHO HAMU paHee
171 3mavenus 53K/H2A<0.25 n 43K/H2A>1.61 co-
OTBETCTBYIOT HOPME.

PE3YJIBTATbl UCCJIEQOBAHUA

% 100 obclieIoBaHHBIX colepxKaHue 0eiakoB 53K/
H24 u 43K/H2A B neMKOIUTaX OTKJIOHSIIOCH OT
EHODMBL.

_LOCTOMHCTBA MCIIOJb30BAHHBIX MPU OOCIENO-
S2sii DOABHBIX MAPKEPOB OOIIEe MaTOJIOTUUA MOXK-
S0 OLEHWTH, CPABHUB UX C APYTMMU aHAJOTUYHBI-
M3 MapKepaMU.

B xagecTBe NPU3HAKOB OOIIEH MAaTOJOTUM yKa-
SeiEas0TCH KAaYeCTBEHHbIE MPU3HAKM TKAHEBLIX I0-
spesaemmit [10]: oTexk, HapyllIeHMsT KpoBooOpalue-
Fas (OJHOKPOBHE, MAJIOKPOBUE, CTAa3, KPOBOTEYE-
“us ). atpodus, auctpodusi, HEKPO3; MPU3HAKAMU
@OLIei NaToIOTMU MOTYT CIY>KUTh MU KOMITEHCATOP-
So-mpHcnocoOuTeNIbHBIC PEeaKIMM OpraHu3Ma Ha
mospesaeHuS — TpPomM0O03, BOCHajJeHUE, pereHe-
pets. runeprpodus (TUTEpIUIasust), UMMYHUTET.
P23pab0TKa METOI0B KOJIMYECTBEHHOM OLIEHKH 3TUX
MDI3HAKOB MOKa elle HaXOAUTCS B caMOl Hayalb-
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HOWM CTaIMU U 3aTPyIHEHA TeM, UTO Y PasHbIX MHIM-
BUJIOB JIMOO HA PA3HbIX ITAMAaX PasBUTHUS 3a00seBa-
HUSI AHOMAaJIbHbBIE MMPOSIBIEHUS] MOTYT OTPakaTh KaK
HAIMYIME MaTOJOTMYECKOTO Ipolecca, TaK U KOM-
[IEHCATOPHYIO PEaKIIMI0 OpraHu3Ma. DTO MoKa3aHo
Ha KauyecTBeHHOM ypoBHe J[.C.CapkucoBbIM U JIp.
[10] m HA ypoBHE KOJMYECTBEHHBIX IPOSIBICHUI
AMMYHUTETA [IPU IICOpUa3e — B HALUEU Tpeablay-
meit padore [8].

KonudecTBeHHBIMU KIIMHUYECKUMU MPU3HAKA -
MU OOIUEW MATOJOTMU MOTYT CIYXXUThb TeMIIepaTy-
pa tera, YCC, vacrora AbIXaHWsl, apTepuajibHOE
JaBJIEHUE. DTU MPU3HAKU IPOSIBIISIIOTCS TIPU Pas3-
JIMYHBIX MATOJIOTUSX, HO MO CBOEMY OIpPEIeIeHHUIO
OHU HE ITO3BOJISIIOT OCYIIECTBIISITH MOHUTOPUHT 00JIb-
HBIX HaA J10- Y MOCJIEKIMHUYECKON cTamgusiXx 3a00-
JIEBAHUN.

B kavecrBe cyOKIMHMYECKUX [TPU3HAKOB OOIIICH
MATOJIOTUM MOKHO YKa3aTh IIUPOKO MCIIOJIb3YEeMbIE
MapKepbl, MPUTOAHBIE IS MOHUTOPMHIA MHOIMX
3a00JIEBAHUI: CKOPOCTb OCEHAHUS SPUTPOLIUTOR,
MOMYJISIUMOHHBIM COCTAB JIEHKOLUTOB Tepudepi-
yecKou KpoBu ((hopmysaa KPoBH), MOITYJISIIIMOHH b
cocTaB JUMQOIUTOB, XapaKTePUIYIOIINA COCTOSIHIE
KJIETOYHOIO0 MMMYHMTETA; KOHIIEHTPALIUST OIpe/ie-
JIEHHBIX OEJIKOB B ChIBOPOTKE KPOBHU, B YACTHOCTH,
AMMYHOIJIOOYTMHOB (XapaKTEPUCTUKU TYMOPaTbHO-
ro UMMYHUTETA), HEONTeprHa (PaHHEero MHINKATO-
pa aKTUBAIIMK KJIETOUHOIO MMMyHUTETa) |14], Gen-
KOB ocTpoul cdaspl BocmaimeHus [9,13], P-6Genkos
(bparmenThI perienTopHbIX 6eKoB) [4]. B mocnesn-
Hee BpeMsi paszpadoTaHa METOHMKA aHAIM3a KOH-
(hopMAITMOHHOTO COCTOSTHUSI CHIBOPOTOTHOTO aJIL0Y-
MHUHA YeJIOBEKa, KOTOPbI TaKKe MOXKET CIYXUThH
Mapkepom ob1iei matonoruu [1].

Panee Mbl cpaBHUBAJIM YYBCTBUTEJILHOCTD OeJi-
KOBBIX ITapaMETPOB JIEMKOUMTOB U YYBCTBUTEJb-
HOCTh TIOTYJISIIIMOHHOIO COCTaBa JIEUKOIIMTOB M JIMM-
doumToB mpu 1icopuaze [§]. Haupbiciieir yyBcTBI-
TEJIbHOCTBIO K IMATOJIOTMM Yy JIETe obiagaia Impo-
LIEHTHAsI KOHILIeHTpamusi HeilTpoduios (67%), v
B3POCIIBIX — ITPOIEHTHAsT KOHIeHTparlust B-num-
dormToB (78%), TOTna KaK YYBCTBUTEIHLHOCTH OEJI-
KOBBIX ITApaMeTpoB JeMKouToB coctaBuia 100%.

T-nmumdounTapHbiii UMMYHOAE(DUIIUT BCTpeya-
ercsd y 64% OONbHBIX XPOHUYECKUM OPOHXUTOM, V
62% OONBHBIX THOWHO-XUPYPrUIecKon MH(MEKLNEii,
y 49% naureHTOB, YACTO U UIMTEILHO OOJICIONLIX
PECITUPATOPHBIMU WHMEKIUSIMU, Y 37.5% OOIbHbBIX
¢ 3aboneBanusimu JIOP-opranos [15].

AHaJIU3 COJIEPKAHUSI B CHIBOPOTKE KPOBU MM-
MYHOTJIOOYJIMHOB TaK>Ke TMO3BOJISIET BBISIBJISITL Orpa-
HUYEHHBIN KJlacc 3a00JieBaHUI ¢ JedekTamMu rymMo-
pasibHOTO UMMYyHMTeTa. Hanbosee yyBCTBUTENbHBII
C-peakTUBHBIM O€JIOK M3 TPYIIbl OEJTKOB OCTPOi
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©a3sl BOCTAJIEHUSI He pearupyeT Ha BUPYCHYIO UH-
dexumo [9].

XopoumM MapKepoM 0OIIel MTaTOJOTUH MOXKET
COVAENTH HEONTEPUH, CUHTE3 KOTOPOTO HAUMHAETCSI
01 BaHSHEEeM BbICBoOOXmaromerocst u3 T-mumdo-
unTos uHTEep(depoHa-y, CIIOCOOCTBYIOLIETO BMECTE
C pazINMuYHBIMU LIMTOKWMHAMU TpeBpalleHUI0 Tya-
=osuaTpudocdara B HEONTEPUH, CEKPETUPYEMbIA
svaxpodaramu [14]. [unepnpoayKIuo HEONITEpUHA
OTMEUAT NPU PEBMATOUITHOM apTPUTE, SI3BEHHOM
KOJMTE. CHCTEMHOM KpPAaCHOUW BOJYAHKE, PACCESIH-
H0M CKIIepo3e, JIEFOYHOM CapKOMI03€, MHCYIUH3a-
sHCHMOM IuabeTe, TUPEOUINUTE, (DEeHMIKETOHYPHUH,
v DOIBHBIX C OIYXOJEBBIMU 3a00JEBAHUSIMU PA3TUY-
HOIl JOKaTW3alid, [MPU BUPYCHBIX MHQEKIIUSIX U
TIpH aVTOMMMYHHBIX 3a00eBaHusIX. OMHAKO 9yBCT-
BHTEILHOCTh 3TOrO0 MapKepa IpU pa3HbIX dhopmax
paxa cocrasisieT oT 100% mpu MO3THUX CTATMSIX
HEeKOTOPbIX 3200JIEBAHUI KPOBU U OIYXOJIAX Y IeTei
10 20% npu pake MoJloyHOM keiesbl [14]. Hampo-
TuB, cogepxanune mapkepoB S3K/H2A u 43K/H2A
aszomanbHo y 100% OGonpHBIX ¢ 18 yKazaHHBIMU
BEIIIE JIOKAJTIM3ALUSIMU OITyXOJIeH.

LIupoKUM CIIEKTPOM aCCOLIMUPOBAHHBIX 11ATO-
JOrHIi XapaKTepusyroTesi P-0emku, oqHaKO YyBCTBHU-
TeALHOCTH UX OLIEHUBAIOT TOJILKO B 80% [4].

HMTak, Mo 4yBCTBUTEIbHOCTU M CHEKTPY ac-
COIMUPOBAHHBIX HO30JIOTUM OEJIKOBBIE TMapaMeT-
pui geiikoruroB S3K/H2A u 43K/H2A moryTt mipe-
TEHIOBATh HA 30JIOTOM CTAHIAPT B BBISIBJIEHUM 00-
1Iei [1aTOJIOTMM, KOHEYHO, ITOCJIE CPABHEHMS C IIPU-
HaTeIMKA ceiiuac [12] mis OONBLIIMHCTBA XPOHU-
SECKUX U JereHepaTUBHBIX 3a00JIEBAHUI B KAYECT-
82 30J0TOTO CTAHAAPTA PE3YJIbTATAMU JTUTETbHbBIX
HaOIIONeHUN.

Hcronp3oBaHue OEJIKOBBIX MAPKEPOB ODIIEH ma-
TOJIOTMHM BO3MOXKHO JUTSI BBISIBICHUST TATOJIOTMX HO-
BODOXIIEHHBIX B Ka4eCTBE MPOCEUBAIOIIETO (CKpH-
HITHTOBOTO) METOHA C IIETbI0 BBIAEISHUSI TPYIIIIHI
HVAIAIOUIMXCS B YTOUHSIONIEH DMArHOCTUKE U B
TPOMUIAKTUYECKOM JIEYEHUH HA TOKIMHUYECKOM
STane; Ul CKpUHUHTA IMaTOJIOTMHM HAa JTOKJIMHU-
SECKOM MMEepUOIe CPEeAH JIUIL, 1O POLY 3aHATUI IO~
BEPraloIMXCsT BO3ACUCTBUIO BPEIHBIX IS OPraHU3-
w2 HU3HYECKUX, XUMUIYECKNX MM OMOJIOTMYECKIX
DAKTOPOB, C LEJIbI OPraHU3ALMUU MPOPUIAKTUKI
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MpoecCUOHANBHBIX 3a00JIEBAHIIA; IUTSI PAHHEIO BbI-
SIBJIEHUSI 9KOIIATOJIOTMM CPeIM HACEIeHUSI, TTPOXKU-
BAIOLLErO Ha SKOJOTMYECKU HEOJIAronpusiTHBIX Tep-
PUTOPUSX, C LEJIBIO MPEAYTPEKICHUS] XPOHUISCKIIX
3a00eBaHU 1 MHBATUAUBALNM; TSI KOHTPOJIST J11 -
HaMUKW 3a00JIEBAHUIA C LIEJIbIO ITOI00pa ajleKBaT-
HOTO JIEYEHUS U MPEIyIPEKACHUS OTPULIATEIHHbIX
TOCJIENCTBUIA JIEUeOHBIX MPOLELYp; ST Olpeaese-
HUS 3aBEPLICHHOCTU JeYeHUs! (CTaOMIBHO HOPMaib-
Hoe coaepxaHue 6enkoB 53K u 43K B seiikounTax
KPOBU MAIIMEHTOB); IUISI NMpo(uIIakTUKy 3adojeBa-
HUU y IeTe ¢ HACIENCTBEHHOW IMPeapaciioioxKeH -
HOCTBIO U OTSITOIIEHHBIM CEMEUHBIM aHAMHE30M;
IIPA KJIUHUYECKUX HCIBITAHUSIX HOBBIX JIEKApPCT-
BEHHBIX CPEJICTB JUISI BBISIBIECHUS] MPOTUBOIMOKA3A-
HUU K KOHKPETHOMY Mperapary.
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Studies of the protein composition of leukocytes revealed markers of general pathology: 2
protein parameters (53K/H2A>0.25; 43K/H2A<1.61) differed from normal in 1627 patients
with various pathologies. We compared protein parameters of leukocytes with other markers
of general pathology. By the sensitivity and spectrum of associated diseases, the detected pro-
tein parameters of leukocytes can serve as the gold standard in the diagnostics of general pa-
thology. These protein markers can be used for screening of newborns requiring therapeutic
and preventive treatment, employers exposed to occupational hazards, and people inhabiting
ecologically unfavorable regions, and for prevention of therapeutic complications in patients.

Key Words: general pathology, leukocytes; proteins

The concept of general pathology is a cornerstone for
theoretical medicine. It provides general information
about various diseases independently on their etiology
and individual characteristics of patients [10,11]. Un-
fortunately, the existence asymptomatic pre- and post-
clinical periods in the development of each disease
[10,11] is often underestimated in theoretical medi-
cine. Specific and general diseases are characterized
not only by clinical signs appearing as anatomical and
physiological damages, but also by subclinical signs
appearing in the early period and persisting during
asymptomatic postclinical period of the disease (pre-
and postclinical signs, respectively). Asymptomatic
pathology can be detected by biochemical, immuno-
logical, biophysical, biomolecular and genetical me-
thods.

This work was designed to call attention of sci-
entists to subclinical signs of general pathology. After
20-year studies we revealed markers of general pa-
thology unique in their sensitivity and spectrum of
associated diseases [6-8]. These markers are a result

Medical and Genetic Research Center, Russian Academy of Medical
Sciences, Moscow. Address for correspondence: V_Paponov@mail.ru.
Paponov V. D.

of abnormal reactions of the genetic apparatus in hu-
man leukocytes to pathological conditions manifesting
in abnormal content of proteins with molecular weights
of 53 and 43 kDa (53K and 43K, respectively) in leu-
kocytes.

MATERIALS AND METHODS

Protein content in blood leukocytes was measured by
polyacrylamide gel electrophoresis. Densitometry of
gel plates stained and washed from Coomassic R-250
was performed on a Gilford spectrophotometer at 570
nm. The hight of the corresponding peaks on densito-
gram was measured. The relative protein parameters
S53K/H2A and 43K/H2A were analyzed, where H2A is
histone protein of leukocytes.

We examined 1627 patients with the following
pathologies: hereditary diseases associated with gene
mutations (type [ neurofibromatosis and phenylketo-
nuria; n=44); congenital chromosomal diseases asso-
ciated with aneuploidy and confirmed karyotypically
(syndromes of Down, Klinefelter, and Turner; n=55);
multifactor diseases with genetic predisposition (psoria-
sis and ulcers of the stomach and duodenum; »n=170):
diseases accompanied by congenital and acquired mm-
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mune disorders (common variable hypogammaglobu-
linemia and bronchial asthma; »=115); tumors of the
lungs, stomach, skin, larynx, intestine, mammary and
thyroid glands, prostate, pancreas, liver, kidneys, uri-
nary bladder, bones, uterus, ovaries, brain, and lym-
phatic and hemopoietic tissues (#=403); viral and ba-
cterial infectious diseases (hepatitis, herpes, papil-
loma, and tuberculosis; #=159); diseases caused by
physical factors, including ionizing radiation (radia-
tion disease; n=13); diseases of the cardiovascular
system (n=118), kidneys and urinary system (n=01),
liver and biliary system (»=140), ear, throat, and nose
(n=61), bones and joints (n=109), and gastrointestinal
tract (n=179).

Previously, we established the differences between
normal and abnormal protein parameters of leukocytes
[7]. Values of 53K/H2A<0.25 and 43K/H2A>1.61 co-
rresponded to normal.

RESULTS

The contents of 53K/H2A and 43K/H2A in leukocytes
differed from normal in all patients.

The markers of general pathology were compared
with other common parameters.

The following qualitative symptoms of tissue da-
mages are used as general pathological signs [10]:
edema, circulatory disturbances (plethora, anemia, he-
mostasis, and hemorrhage), atrophy, dystrophy, and
necrosis. Compensatory and adaptive reactions to
damages, including thrombosis, inflammation, regene-
ration, hypertrophy (hyperplasia), and immune respon-
se, also serve as signs of general pathology. Quanti-
tative analysis of these symptoms is difficult because
in various patients and at different stages of the dis-
ease they reflect pathological process or compensatory
reactions. [t was demonstrated at the qualitative level
by D. S. Sarkisov et al. [10]. Moreover, we revealed
guantitative manifestations of immune disturbances
during psoriasis [8].

Body temperature, heart rate, respiratory rate, and
blood pressure serve as quantitative clinical signs of
general pathology. These symptoms accompany vari-
ous pathological processes, but do not allow monito-
ring of patients at the pre- and postclinical stages.

Markers commonly used for monitoring of dis-
eases can serve as subclinical signs of general patho-
logy: erythrocyte sedimentation rate, differential leu-
kocyte count, population composition of lymphocytes
characterizing cell immunity, and plasma levels of
various proteins, including immunoglobulin (characte-
ristic of humoral immunity), neopterin (early indicator
of activated cell immunity) [14], acute phase proteins
[9.13], and P-proteins (fragments of receptor proteins)
[4]. Recently, a method for estimating conformation
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of human serum albumin (marker of general patho-
logy) was developed [1].

We previously compared changes in protein para-
meters of leukocytes and population composition of
leukocytes and lymphocytes during psoriasis [8].
Changes in the percentage of neutrophils (67%) and
B cells (78%) were most pronounced in children and
adults with psoriasis, respectively. The sensitivity of
protein parameters was 100%.

T cell deficiency is observed in 64% patients with
chronic bronchitis, 62% patients with purulent and
surgical diseases, 49% patients with recurrent and long-
term respiratory infections, and 37.5% patients with of
ear, throat, and nose diseases [15].

The measurements of plasma immunoglobulin con-
tent allow diagnosing only certain diseases associated
with disturbances in humoral immunity. The concen-
tration of most sensitive acute-phase protein C-re-
active protein remains unchanged in patients with viral
infections [9].

Neopterin can serve as the marker of general pa-
thology. Cytokines and interferon-y released from T
lymphocytes promote conversion of guanosine tri-
phosphate into neopterin, which is secreted by macro-
phages [14]. Overproduction of neopterin is observed
in patients with rheumatoid arthritis, ulcerative colitis,
systemic lupus erythematous, multiple sclerosis, pul-
monary sarcoidosis, insulin-dependent diabetes, thy-
roiditis, phenylketonuria, tumors, viral infections, and
autoimmune disorders. However, in cancer patients
the sensitivity of this marker varies from 100% (late
stages of blood cancer and tumors in children) to 20%
(breast cancer) [14]. By contrast, the content of 53K/
H2A and 43K/H2A markers differs from normal in all
patients with tumors of 18 organs mentioned above.

P-proteins are associated with various diseases,
but their sensitivity is only 80% [4].

Thus, protein parameters of leukocytes 5S3K/H2A
and 43K/H2A can serve as the gold standard for the
diagnostics of general diseases (as compared to long-
term observations of patients with chronic and dege-
nerative diseases [12]).

Protein markers of general pathology hold much
promise for the diagnostics of diseases in newborns
(screening of patients requiring fine diagnostics and
preventive treatment in the preclinical period): pre-
clinical screening of diseases among individuals ex-
posed to occupational hazards (physical, chemical, or
biological factors) and prevention of occupational dis-
eases; early diagnostics of diseases in people inhabi-
ting ecologically unfavorable regions and prevention
of chronic disorders and disability; monitoring of dis-
eases, selection of adequate therapeutical methods,
and prevention of complications; estimation of com-
pleteness of therapy (normal and stable content of 53K
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2nd 43K proteins in blood leukocytes); prevention of

Siseases in children with hereditary predisposition;
climical tests of new medicinal preparations; and eva-
fuation of contraindications to the use of drugs.
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