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B nocnemHee BpeMms MOSBUINCH Npenapathl, obnaaato-
I1e CIOCOOHOCTLIO CTUMYJIMPOBATH TMPONKU(EPALNID U
I depeHIMPOBKY KPOBETBOPHBIX KIIETOK B YCIOBHUSXLH-
Tonexuitpasznuutoronporcxoxaesus. Ilpeanoxernsie s
Tepanuu JieHKONeHUH NpeJiecTBEHHUKM CHHTE3a HYKJle-
MHOBBIX KMCAOT HYKJIEMHAT HATPHUA, NMEHTOKCHII, METauuWI
M Jelikored o6nazaioT cnaboil cnocoOHOCTHIO CTUMYIIH-
poBaTh rpanyaouuTonos3 [2]. BeicokoaddexTnrnbie remoc-
THMYJISTOPbl W3 TPYMMbl KOJOHUECTUMYIMPYIOIMX (ak-
TOPOB, TAKHE, KAK JIEAKOMAKC, HEYTIOTeH U Jp., HECBOOOIHbI
oT nobounbix sddextoB [5]. B cBasu ¢ aTmm ocTaercs
aKTyalbHbIM TOMCK IPYrux 3¢dekTuBHbIX M Oojee wa-
JALHX CTHMYISTOPOB.

Dk3orenHas JIHK B xauecTBe yedeOHOro CpeacTBa
IABHO MpPUBJIEKAET BHUMaHUe yueHblx [3]. bnaronaps wnc-
CIIE/IOBAHHMAM B Halieil cTpaHe ObUTO YCTAHOBIIEHO, YTO
JTHK yckopsieT JeleHHe KPOBETBOPHBIX KJIETOK y KPBbIC.
BenencTBUE 3TOTO KUBOTHbIE, MOABEPTHYThIE JKECTKOMY
PEHTTEHOBCKOMY WJIM HEHTPOHHOMY OONYYEHHIO WIIH Jie-
YEHUIO BbICOKOTOKCHYHBIMU BEIECTBAMM C DPa3BUTHEM
r1y60KOi UMTONEHWH, BEKHBAIOT B Pe3ysibTaTe ObICTPO-
IO BOCCTAHOBJIEHMSl MOBPEXIEHHOTO KPOBETBOPEHHUS.
SnoHckue yueHble BbIAENUIM M3 BakuuHbl BIIXK n n3y-
ypmu cmech JHK u PHK. OHu oOHapyXuiH, 4uTo 3Ta
CMECh CTHMYJIKPYET BbICBOOOXKIEHHE M3 JIUMPOUHUTOB
daxTopa, aKTUBMPYIOLIEr0 Makpodaru, v YCTAaHOBHIH,
4YTO 3TOT (PaKTOp — KOMIUIEKC MHTepdepoHa ¢ ApyrMMH
LIMTOKHHAMH.

DT M ApyrHe KCCIeqoBaHUs OHOTOTHYECKHX CBOWCTB
HYKIIEMHOBBIX KUCJIOT MOCHY)XHJIA OCHOBAHWEM AJis CO3Ja-
HUA ¥ UenenanpasnenHoro uzyyenns cmecd JIHK u PHK
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A number of drugs have been developed recently
that stimulate hemopoietic cell proliferation and dif-
ferentiation in patients with cytopenia of various origins.
Nucleic acid synthesis progenitors such as sodium nu-
cleinate, pentoxyl, metacyl and leukogen proposed for
leukopenia management demonstrate but poor ability
to enhance granulocytopoiesis [2].. High-efficiency he-
mostimulators belonging to the class of colony-stimu-
lating factors, such as leukomax, neupogen and others
are not free from adverse side effects [5]. Therefore
there is a need in new more efficient and less toxic
stimulators.

Exogenous DNA has for a long time been attracting
scientists’ attention as a therapeutical [3}. Studies per-
formed in this country showed DNA to accelerate
hemopoietic cell division in rats. Owing to this agent
animals undergoing hard x-ray or neutron irradiation

. or treatment with high-toxicity substances resulting in

deep cytopenia survived due to rapid hemopoiesis re-
covery. Japanese scientists isolated from BCG vaccine
and studied a mixture of DNA and RNA. They found
the mixture to stimulate release of a macrophage-ac-
tivating factor from lymphocytes, the factor discovered
being a complex of interferon with other cytokines. These
and other studies of biological characteristics of nucleic
acids provided a rationale for development and pur-
poseful study of DNA and RNA mixtures as a potential
hemostimulator. '

Over the last 5 years the Research and Production
Enterprise "Pharmec’ together with a Russian Manu-
facturing company ’Pharmec-Space’ have been devel-
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Kaunuvecxue uccaedobarnus

B KayecTBe MNOTEHLUMANBHOTO T€MOCTUMYJIMPYIOUIETO CPEs-
CTBa. A

B teuenue mocnmennux 5 mer B Mockee Ha Hayuwo-
NPON3BOACTBEHHOM MpeANnpPUATHH «DAPMIK» COBMECTHO C
OTeuecTBeHHOH QupMoii-npoussogutenem «Dapmak-Crieiicy
NOJyYeH Ipenapar MONWAAH — CMeCb HATPHEBLIX coneil
nonuxnoprugparos npoussogusix JHK u PHK u3 cnepmnl
oceTpoBbIX - pbib. JlekapcTBenHas ¢opma npenaparta npej-
craBnser coboit 1,5% pacTBop HaTpus Hykneocrepmarta
Ang vHvexuud B 5 mn 0,1% xnopuaa natpus (75 Mmr B
1 ¢naxone). B nacroduieit paboTe npeacTaBieHbl Pe3ylib-
TaTbl IKCNEPUMEHTANILHOIO M KIMHMYECKOTO HM3yueHUs
NONUAAHA, MOCIYXHBLIWE OCHOBAHHWEM MJISl TPHMEHEHHS
€ro B KaueCcTBE CTHMYNATOpa JEHKOMOY3a Y OHKOJIOIU-
YECKUX OOJIbHbBIX.

PesynutaThl 3xcnepumenTaiibHoro msyyuenus. J{oKnuHH-
YECKOE M3yueHWe MOJMAAHA MPOBEACHO B pamkax Tpebo-
BaHnid DapMakonornueckoro komuteta Munszapasa P®.
ITonnpan B rotoBoii nekapcTBeHHoit Gopme umu 4% pac-
TBOp HaTuBHOro mnpenapata B 0,1% pactBope xmopuaa
HATPUS BBOJMJIM )KHBOTHBIM TOJKOXHO HIIM BHYTPUBEHHO
OJIHOKPATHO WJIMK MHOTOKPATHO C WHTEpBanamu 24 4 B
3aBHCHMOCTH OT LENM M 3a4ay IKCNEPUMEHTOB.

1. Cneunduyeckas akTHBHOCTB. 'eMoCTUMYyNMpYIOLLHe
CBOHCTBA MoJugaHa ucciaefoBann Ha 200 Mbllax-camiax
(CBA x C57BL/6) F, maccoit tena 18—22 r, 150 kpbi-
cax-camuax (AMCY x Wistar) F, maccoii tena 100—150 r
1 9 cobakax nopoabl aHriaMickuit 6Gurmb (6 camuos
1 3 camku) Maccoit 11,5—15,6 xr. LlutoneHuio Bbi-
3bIBAUIM NPOTHBOONYXONEBBIMH UHUTOCTATUKAMHM: LUK-
nopochaHoM, MuenocaHoM, papMapyOHULHHOM H LHC-
MJIATHHOM, NPUMEHEHHbIMH B BbICOKHX 033X MpH
oAHOKpaTHOM BBedeHMM. HaubGosnee rny6okas neiiko-
LHUTOMNEHNUs pa3BUBajlacb B CIy4ac BBEAEHUS MblLLIAM
uuknopochana B goze 200 mr/kr. Ha 3—4-e cytku
nocje UMTOCTaTUKaA OOLUEe KOJMUYECTBO JIEHKOLMTOB
(OKJD) cHuxanoch Ha 87% OT MCXOAHOTO ypOBHA 3a
CYET IPaHyNOUUTOB U AUMPOoUHTOB. CIOHTAHHOE BOC-
CTAHOBJIEHUE KOJIMYECTBA I'PAHYIOUUTOB MPOUCXOINIIO
K 0-M CYTKaM 3KCIIEDHMEHTA.

TpoekpaTHoe BBeneHHe nomvgaHa B pa3oBoii a03e 150
MI/KT nocne uuknodocdana Bbi3blBano BHIGPOC B nepu-
(hepuueckyro KpoBb IPAHYJOUMTOB Ha 3TOT CPOK B KO-
JIMYECTBE, MpeBbllialomeMm (OHOBLIH ypoBeHb Oonee uem
B 3 pasza (puc. 1, @). KonnuecTBo kapHOLMTOB KOCTHOTO
MO3ra M Macca CEJIE3eHKH Y Mbillei, NOIyyaBIinX NOMMIAH
Ha (OHE JTeHKOMEHUH, HEM3MEHHO MPEBBLIIANO ITOT MO-
KasaTeab y Mblled, NONY4aBWIKX TONLKO LMKIo(ochan
(puc. 1, b, ¢). Ha 6-¢ cyTku onbiTa 3T0 pasnuuue Obu10
CTATUCTUYECKH JOCTOBEPHO, YTO COINACYETCS ¢ BLIGPOCOM
TPAHYJIOUMTOB B MEPUPEPHUECKYIO KPOBb. BhisiBNeHHbIe 3a-
KOHOMEPHOCTH OBbUIM MONYYEHBl MPH JIEHKOMEHHIX, Bbi-
3BaHHbIX (apMapyOULIMHOM M LMCHIATMHOM Yy MblLEH M
KpbIC.

HaHHble, MosyyeHHble B 3KCMEPUMEHTAX HA TPbI3yHAX,
ObLIN BOCTIPOM3BEEHD] HA co0akax. ITO 0CODEHHO BaXHO,
TAK KaK y cobax B OT/IMUME OT IPbI3yHOB MHUENOMIHbIA
THI KPOBETBOPEHHS.

Anyasuio KpOBETBOPHON TKaHM y CODAK BbI3bIBANIM Me-
pOpaNibHbIM OJHOKPATHbIM BBENEHMEM MUeJocaHa B J03e
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oping an agent that is a mixture of sodium salts of
polychlorohydrates of DNA and RNA derivatives from
sturgeon sperm called "polydan’. The agent dosage form
is 1.5% sodium nucleospermate solution for injections
in 5 ml of 0.1% sodium chloride (of 75 ml vials). This
paper presents results of experimental and clinical study
of polydan that allowed the drug to be recommended
for leukopoiesis stimulation in cancer patients.

Experimental findings. Polydan preclinical study was
performed in compliance with requirements of the Phar-
macology Committee of the RF Health Ministry. Polydan
in ready dosage form or 4% native agent solution in
0.1% sodium chloride solution was administered to ani-
mals subcutaneously or intravenously once or several
times at a 24-hour interval depending upon the ex-
perimental objective and purpose.

L. Specific activity. Polydan hemostimulation potential
was studied in 200 male mice (CBA x C57BL6)F, of
18-22 g in weight, 150 male rats (AMCY x Wistar)F,
of 100-150 g in weight and 9 English bigle dogs (6 males
and 3 females) 11.5 to 15.6 kg in weight. Cytopenia
was induced with anticancer cytostatics: cyclophos-
phamide, myelosan, farmarubicin, cisplatinum as ad-
ministered once at high dosage. The deepest leukopenia
developed after cyclophosphamide administration at 200
mg/kg to mice. On day 3-4 following cytostatic ad-
ministration the total leukocyte count (TLC) reduced
by 87% from baseline with granulocytes and lymphocytes
mainly accounting for the reduction. Granulocyte spon-
taneous recovery occurred by day 6. Three polydan
doses 150 mg/kg as administered after cyclophosphamide
led to outburst of granulocytes in peripheral blood in
quantity more than 3-fold as great as baseline (fig. 1, a).
Bone marrow karyocyte count and spleen weight in
mice receiving polydan for leukopenia were always
greater as compared to mice receiving cyclophosphamide
alone (fig. 1, b, ¢). On experiment day 6 the difference
became statistically significant which was in compliance
with the peripheral granulocyte outburst. The same regu-
larities were discovered in leukopenia induced by far-
marubicin and cisplatinum in mice and rats.

The experiment was further repeated in dogs. This
was of especial importance because unlike rodents, dogs
have myeloid hemopoiesis. Hemopoietic tissue aplasia
was induced in dogs by oral single administration of
myelosan at 15 mgkg. On days 3 and 7 following
myelosan the dogs received polydan subcutaneously at
single doses 10 and 25 mg/kg, at total doses 20 and
50 mg/kg. After administration of myelosan alone the
dogs presented with 70-80% leukopenia with a peak
on days 14-21. Bone marrow karyocyte count reduced
by this time by 81-97%. By day 49 these parameters
failed to recover to baseline. Polydan administration
accelerated peripheral leukocyte recovery (fig. 2, a). Leuk-
openia was less serious in both test groups: TLC reduced
by 75 and 53% depending upon polydan dose. A tendency
to peripheral leukocyte recovery was observed already
on day 21 and the leukocyte level almost reached the
baseline by the end of the experiment (day 49). A similar
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Puc. 1. Bnuanue nonuaaHa (M[1) Ha AvMHAMMKY CermeHTORfepHbIX NeAKOUMTOB nepudrepuyeckoil Kpoeu (a)," maccy ceneseHku (b)
M AMHAMMKY KapMOLUMTOB KOCTHOFO MO3ra Mbiwei (c) mocne BHYTPMOPIOIINMHHOIO BBeAeHuA uuknocdocdarna (LP).

Kpueas 71— Li® 200 mr/kr Ha 1-e CyTku BHYTPUGPIOWWHHO ofHOKpaTHO; kpusas 2 — LI® 200 mr/kr Ha 1-e CyTKU BHYTPUOPIOWNHHO OAHOKPATHO
+ M0 150 mr/kr nogkoxHo Ha 4, 6 n 8-e cytkm nocne L. Mo ocw abcunucc — CyTkn; nNo ocu opauHat: a — abc. UMCNo KreTok, Tbic,,
b —Macca ceneseHKM, Mr, ¢ — KONUYECTBO KapwouuToB, MNH Ha Geppo.

Fig. 1. Polydan (PD) effect on peripheral segmented leukocytes (a), spleen weight (b) and bone marrow karyocytes (c) in mice
following intraperitoneal cyclophosphamide (CP) administration
Curve 1, CP 200 mg/kg, day 1, once, intraperitoneally. Curve 2, CP 200 mg/kg, day 1, once, intraperitoneally + PD 150 mg/kg subcutaneously
on days 4, 6 and 8 following CP. Numerals on the x axis show experimental day number, numerals on the y axis show: a, cell count,
thou; b, spleen weight (mg); ¢, karyocyte count, min per femur.
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Puc. 2. Bnuanve nonugana (M) Ha BOcCCTaHOBREHUe obuero KonuyecTBa NeMKOUMTOB nepndepuyecKoi KpPOBM (@) U KNeToYHOCTb

KOCTHOro mo3ra (b) cobak nocne npumeHeHus muenocana (M).

Kpueass 1—M 15 Mr/kr ogHokpaTHO BHYTPb; kpueass 2— M 15 mr/kr OAHOKpaTHO BHyTpb + NI 10 mr/kr noakoxHO Ha 3-u n 7- cyTku
nocne M; kpusas 3—M 15 Mr/kr ogHOKpaTHO BHYTPb + M 25 wmr/kr noakoxHO Ha 3-u W 7-e cytkm nocne M. Mo ocw abcumce — cyTky;

Mo ocW OpAUHAT: a— obljee KONMYEeCTBO NERKOUMTOB, ThiC. B 1 Mm3, b —

KNETOYHOCTb, ThiC. B 1 Mm3.

Fig. 2. Polydan effect on total peripheral leukocyte recovery (a) and bone marrow cellularity (b) in dogs following myelosan

administration (M).

Curve 1, M 15 mg/kg once per os; Curve 2, M 15 mg/kg once per os+PD 10 mg/kg subcutaneously, days 3 and 7 following M.
Curve 3, M 15 mg/kg once per os +PD 25 mg/kg subcutaneously days 3 and 7 following M. Numerals on the x axis show experimental
day number, numerals on the y axis show: a, total leukocyte cell count, thou per mm3; p, cellularity per mm3.

15 mr/xr. TTocne BBeneHus MuenocaHa Ha 3-n u 7-e CYTKH
NOJKOXHO BBOAMAM NMONUAAH B Pa3oBbix go3zax 10 u 25
MIL/KT, CyMMapHble 103bl coctaBuid 20 n 50 mr/kr. Ilocne
NPHMEHEHUS OJHOTO MMENOCaHA HAOI0AAIACh OTAAIEeHHAS
nefikonenus Ha 70—80% ¢ mukoM Ha 14—21-e cyTkH.
Conepxahue KapHOLMTOB KOCTHOTO MO3Ta B 3TOT NEPHOL
cHmkanoch Ha 81—87%. K 49-m cyrxam sTH noxasatenu
.HE BOCCTaHaBIMBAJMChL JO HMCXOAHOTO YPOBHs. BBemeHue
NOJMAaHA CcrocobCcTBOBalo Bonee ObicTpoMy BoOCCTaHOB-
JIEHHIO JIEHKOLUMTOB nepudepuyeckoil kposu (puc. 2, a).
B ofeux axcrepuMeHTaNbHBLIX TPyNmax NeKOLUUTONEHHS
Obina meHee riny6okoii: OKJI ymenbwanocs Ha 75 u 53%
B 3aBUCHMOCTH OT [03bl nojMmaHa. TeHAeHLMs K Boc-
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situation was observed as concerns bone marrow karyo-
cytes (fig. 2, b, ¢).

2. Toxicity. Polydan general toxicity was studied in
normal mice, rats and dogs in two modes of admini-
stration: intravenous and subcutaneous. In subcutaneous

. administration we failed to achieve doses inducing death

of at least a part of the animals. In intravenous ad-
ministration animal death occurred only if the drug
was given at high doses significantly greater than thera-
peutic ones: 600 mg/kg and more for mice, 300 mg/kg
and more for rats, 80 mg/kg for dogs. Polydan subchronic
toxicity study showed the drug to be low toxic and
well tolerable by the animals. It neither had local ir-
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Ta6nuya 1 Table 1

| Cpokun BocctaHoBnewns OKI nepudpepnyeckoil KpOBU BOMbHBLIX C «XPOHWUHYECKOW» nerikemuel npu BBefeHUU NonNuAaHa
| Time (days) till recovery of total peripheral leukocyte count in patients with ’chronic’ leukopenia receiving polydan

Uneno 6ombHLIX, Y KOTOPbIX CpoKk BOCGTaHOBNEHUA NEAKOLUTOB
Yupexaetne Yncno BombHBIX Dosa, mr NeikoUUTLI BOCCTAHOBUNNCE A0 OT Hauana BBEAEHUA, AHW
3,0-10%n v Gonee B cpeaHem VHTepBan
MHWUOW uvm. M. A. lepuena 9 75—100 9 6,5—7,5 3—10
P. A. Herzen Oncology Institute
HUW gnarHocTukn v xupyprun 15 75 13 50 2—8
Institute of Diagnosis and Surgery
HUW onkonorum um. H. H. MNetposa 5 75—150 4 6,5—7,8 6—7
b N. N. Petrov Oncoiogy Institute
BonbHuya Ne 40 23 75—150 22 45—7.8 2—10
Hospital No. 40
Wtoro / Total...
No.of cases with leukocyte mean range
Medical center No.of cases Dose, mg recovery upto r:;%org per mm3 and Days till leukocyte recovery from
polydan treatment start
CTAHOBIIEHHUIO KOJIMUECTBA JICHKOLMTOB HepuepHUEcKOH ritation effect nor affected central nervous, cardiovas-
KPOBM OTMeuanach yxke ¢ 21-X CYTOK onblTa, U K KOHLY cular, digestive and urinary systems, peripheral blood
HaOmoeHns (49-¢ cyTKM) YpPOBEHb NEHKOLUMTOB MPAKTH- composition.
YECKM JOCTATan MCXOJHOTO. AHaloruuyHas KapThuHa Ha- 3. Effect on tumor growth. The experiments were
OMIoAANact U B BOCCTAHOBJEHUM COAEPKAHUS KapUOLIUTOB carried out in mice with 3 transplantable tumors: lym-
KocTHoro mosra (puc. 2, b, ¢). phatic leukemia P-388, mammary adenocarcinoma Ca-
2. TokenunocTb. OCTpasd TOKCHYHOCTb [MOIMAAHA WM3Y- 755 and melanoma B-16. Polydan was administered at
4YE€HA B DKCMEPUMEHTAX Ha 3I0POBBIX Mbllax, KpbICax single and multiple therapeutic doses. Control mice re-
u cobakax Npy BHYTPUBEHHOM H MOJKOXHOM BBEIECHHM. ceived no specific treatment. None of the cases dem-
Ilpy noaxoXHOM BBEIEHWW HE YIANOCh AOCTHTHYTh 103, onstrated inhibiting or stimulating effects of the drug
BbI3bIBAIOWHX THOEIbL XOTA Obl HACTH )XUBOTHBIX. le/l BHYT- on solid tumor gl‘owth or leukemia development.
PMBEHHOM BBEJECHUM TMOENb XMBOTHBIX OTMEUEHA TONbLKO Clinical findings. A total of 66 patients were managed
npy NPUMEHEHWH BBLICOKMX J103 Npeflaparta, 3HaAYMTEIbHO according to a clinical protocol approved by the Phar-
npesblwalownx TepanesTnueckue: 600 Mr/kr u bonee s macology Committee of the RF Health Ministry. The
mbiwei, 300 Mr/kr u Gonee ans Kpoic, 80 ME/KT At cobaxk. patients did not receive any hemostimulators, vitamins,
B onbitax no usydeHHio CyOXpOHMUECKOH TOKCHYHOCTH corticosteroids or hemotransfusions during the study.
nonMiaHa nokasaHo, UTO MOJMAAH ABIACTCH MATOTOKCHY- Polydan was administered subcutaneously slowly for
HbIM BCLUCCTBOM M XOPOWIO MEPEHOCHTCS KNUBOTHBLIMH. On 1 min. Before administration vials with the drug were
He OKa3bIBACT MECTHOPASAPAXKAOLLETO ASHCTBHA, HC BIHACT heated to 37°C. The drug hemostimulating effect was
Ha (YHKUMIO LEHTPANILHOH HEPBHOW, CEPAEuHO-COCYIH- evaluated according to WHO criteria with respect to
CTOH, NHUUICBAPUTENLHOW M MOUCBBIACIHTEIBHON CHCTEM leuko- and neutropenia severity and duration as well
M cocTaB nepuQepuueckoii KpoBH. as to time till recovery. Pathologic and recovery changes

3. JeiictBHe Ha pocT omyxouu. OnbiThl NOCTARIEHbI HA
MBILIAX ¢ 3 MepeBUBAEMBIMHM OMYXONAMU: JIMM(POIIEHKO30M
P-388, aneHoxapuuHoMoi mMonouHoi xenesbl Ca-755 u me-
naHomoi B-16.

IMonupan BBOAWIIM MbIlUAM OJJHOKPATHO ¥ MHOTOKDATHO
B TEpaneBTUYECKUX H03aX. KOHTpONbHbIC MBILIM HE M10-
Jy4anu cneuuduueckoro yeueHus. B pesynbraTe HU B
s OJHOM CJlyyae HE OTMEUCHO TOPMO3ALUErO MU CTUMYJIM-

PYIOILEro JeicTBUS HA POCT COJMAHBIX OMyXOJed WK pas-
BUTHE JIEHKO3HOTO MpoLEcca.
PesyabtaThl KiMHHYecKoro msyuenus. B pamkax kiu-

in the bone marrow were assessed separately by analysis
of myelograms and calculation of myelocyte maturation
indices. Adverse reactions were also monitored. The pa-
tients were stratified into two arms with respect to leuk-
openia nature.
Arm 1: 52 patients with "chronic’ leukopenia resulting
from chemotherapy for malignant tumors of various
- sites. At baseline they had leukocyte counts 2.0-10%/1
and lower. Before polydan treatment the patients un-
derwent two blood analyses. If the leukocyte count was

) amenn

HUYECKOIO NPOTOKONA, yTBepxkueHHoro dapMakonornyec- 2.0-10%/1 or lower the patient received on the same day

KHMM KoMHTeTOM Munsapasa PD, obcnenoBano 66 601bHBIX polydan at a single dose 75 mg or at a single dose

¢ Pa3NMYHBLIMH 3JIOKAYECTBEHHBIMH OMyXONAMH. B nepuon 150 mg once or for 3 to 10 days.

obcnenoBanusa 60NbHbIE HE MOJyYyadn AOMOJIHUTEILHO re- Arm 2: 14 patients with ’acute’ leukopenia under-

MOCTUMYJIATOPOB, BHTAMUHOB, KOPTHKOCTEPOMIOB U re- going combined chemotherapy by CAM schedule for

moTpaHchy3ui. IMonuaan BBOAMIM OONBHBIM MOLKONKHO small-cell lung carcinoma (SCLC) [1]. Before treatment
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MmelsieHHo B TedeHue | muH. Ilepen BBemeHuem ¢nakoH
¢ npenaparom nogorpesand ao 37°C. I'emoctumymnupyio-
HA 3(GPEKT OLEHHWBANM B COOTBETCTBHM C KPHTEPHAMH
BO3 no rnybuHe M JUIMTENBHOCTH JIEHKO- ¥ HEHTPOTEHHH
PA3JIHYHBIX CTEMEHEH, a TAKXKe MO CPOKAM BOCCTAHOBIEHUS
3THUX noKasarenel B AHAX. OTAENbHO OLEHUBAIN JUHAMUKY
NOBPEX/IEHHUSL M BOCCTAHOBJIEHMS! KOCTHOTO MO3ra 10 aHa-
U3y MHENOrpaMM, MOACUWTBIBATIM MHICKCHI CO3pEBAHMUA
muenounToB. MukcHpoBanu Takxke nodouHble peakinu. Ilo
XapaKkTepy JEHKOMEHNH DONbHBIX PA3ASNIUIN Ha 2 TPYNIbl:

1-s1 rpyrma: 52 GONbHBIX ¢ «<XPOHHYECKOW» JIeHKONeH e,
Pa3BMBLIEHCS TNOCJE paHee NPOBEIEHHOW XHMHOTEparuu
N0 MOBOJY 3JOKaYECTBEHHLIX OMYXOJeH PpasnuHbIX JIO-
Kannsauui. K MOMEHTY NIaHHMPYEMOFO OYepefHoro Kypca
JICUEHH YHUCIIO JIEHKOLMTOB Yy HHX cocrasisiuo 2,0-10%n
v Huwxke. Jlo Hauana nprMeHeHus npenapaTa NPoBOIUIH
NBA NOBTOPHbBIX aHAIM3a KPOBU U, €CITH YMCIO JICHKOLUTOB
octaBanock 2,0-10%n M HWXKe, B TOT K€ J€Hb BBOJMIIH
NONMMAAH B pPa3oBod mose 75 uam 150 Mr omHokpaTHO
UM B TeueHue 3—10 ngHei;

2-a rpynna: 14 GoNbHbLIX ¢ «OCTPOi» neiikonexueil, ko-
TOPbIE MOy YHTH KOMOMHUPOBAHHYIO XHMUOTEPANTHIO B HH-
TeHcuBHOM pexume CAM 1o noBoAy MENKOKJIETOUHOTO
paka nerkoro (MPJI) [1].

Jo Hauana nevyeHus GONbLHLIM MPOBOAMIIM MOJIHOE KIIU-
HUUECKOE OOCNeIOBAHUC: PEHTTeHOTPadMIO JIETKUX, KOM-
NBIOTEPHYIO TOMOrpa( IO NeYeHH, HAANIOYEUHUKOB, MO3Ta,
CKAHHPOBAHHWE CKeNleTa, OMOXHMHUYECKOE WCCIeI0BaHUe
KPOBH H KOCTHOTO Mo3ra (Muenorpamma). bonbHbie ¢ Mop-
(omornyeckn JoKazaHHbIM NoKanuzoBanHbiM MPJI B 1-if
AeHb JIeYeHUs noyyyanu uukiodochan 1,5 /M2 BHyTpH-
BCHHO, agpuaMuUMH 60 Mr/m2, merotpekcar 30 Mmr/m2.

Haunnas co 2-ro aHs neuenus 60IbHLIM BBOJMIN MONH-
JaH MOAKOXHO B PasoBbIX A03ax 75 u 150 mr B Teuenue
10 aHeid.

1. «Xponnueckas» Jefikonenusi. B tabi.| npeactasieHb
JaHHbIE, MOJY4YEHHbIE B PA3NUUHBIX KIMHKUKaX. [To gaHHbiM
MHHOMU um. I1. A. I'epueHa, BbIpaKeHHbIA TeMOCTHMY-
Jupyrowni 3QPeKT oTMeucH y Beex 9 6osbHbIX Ha 3—10-¢
CYTKHM HE3aBUCHMO OT A03bl NONMAAHA.

Ilpn pasubix pexumax BBejeHus Mpenapara cpok BOC-
cranoenenus OKJI B cpeanem cocraBun 6,5—7,5 aHs.
ITo pannbim HHUM auarHOCTHKW W XMpYpruu, NOIMAAH
okazaiicss 3ppexTuBHLIM Y 13 U3 15 GONbHbLIX W MPHUBOAUI
K BOCCTAaHOBJICHUIO YMC/Ia JIEMKOLNTOB B nepudepuueckoit
KPOBH Ha 5—8-€ CYTKM MOCIe eXeIHEBHOrO BBEAEHHS pa-
30BOM mo3bl 75 Mr B Teuenue 5 aneid. ITo mannsim HHUU
onkonoruu um. H. H. Iletposa, noabem yucna neikouuTon
B nepudeprueckoil KpoBM y 4 U3 5 MPOJEUEHHBIX MOJH-
A2HOM OONbHBIX COMPOBOXKAANCS YBENMYEHUEM COJEPHKa-
HHS MUEJIOKAPUOLIMTOB B MYHKTATe KOCTHOTO MO3ra B CPel-
HeM B 3,7 pasza.

IemocTumynupytownii addekT He 3aBMCEN OT BENUUMHBDI
A03bl IPH OTHOKPATHOM BBEJEHUH M OTMEUAJICS B CPEIHEM
Ha 6,5—7-¢ cyTku nocne npuMeHeHus nonupaana. I[lo gaw-
HbiM OombHMLbI No 40, sddexT monupana uzyuen y 23
OonbHEIX KM mpuMeHsics Y 20 GONbHLIX B MpPOLECCE XH-
MHoTepanuu, 18 u3 Hux umenu neiixonenuro II—IV cre-
MEHU M HE MOIIM MPOAOIIKATL XMUMHOTeparuio, [Ipu aTom
y 19 n3 20 GonbHbIx meiikoneHus Oblia MONHOCTBIO KY-
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Table 2

Cpokn BocctaHoBneHusn OKI1 nepudbepuyeckoin KpoBu
GonbHbIx ¢ MPJ1, neunBwmuxca no cxeme CAM

€ nonwgaHom

Time (days) till total peripheral leukocyte recovery

in patients with SCLC receiving chemotherapy by CAM
schedule plus polydan

Tabnuya 2

CpoK BOCCTaHOBNEHWA (B AHAX)
Ho3a nonuaana, Yucno kypcos Ha pasHblX Kypcax®
Mmr/cyT neyeHns
1-m 2-m 3-M
75 12 16 13 12
20 10 21
14 20 15
19 ] 17
19
B cpeaHem / Mean... 17,2 15,8 16
150 22 12 13 5
15 14 18
16 16 20
17 17
19 18
20
B cpegHem / Mean... 15,8 16,3 "
Polydan dose, No. of 1 2 3
mg/day treatment cycles Days till recovery in cycles

NMpumeyaHune. 3pecb 1 B Tabn. 3 — nonuaaH BBOAWM e€XeOHEBHO Ha-
UMHas co 2-ro fHA nocne BeeAeHus CAM; 3Besfouka — oTcyeT fHeill npo-
BOAMAW OT 1-r0 AHA BBegeHUs nonwvpaHa.

Note. Here and in table 3 polydan was administered daily beginning
from day 2 following CAM administration; asterisk shows that day count
was started on day 1 of polydan administration.

the patients underwent complete clinical examination
consisting of lung x-ray, computed tomography of the
liver, adrenals, brain, bone scan, blood and bone marrow
(myelogram) biochemical analysis. Patients with mor-
phologically verified local SCLC received on day I:
cyclophosphamide 1.5 g/m? intravenously, adriamycin
60 mg/m?, methotrexate 30 mg/m2. Beginning from day
2 they received polydan subcutaneously at a single dose
75 and 150 mg for 10 days.

1. Chronic leukopenia. Table | summarizes data ob-
tained at various clinics. According to the P.A Herzen
Institute findings all 9 patients presented with a marked
hemostimulating effect on day 3 to 10 irrespective of
polydan dose. Mean time till TLC recovery after polydan
administration in different modes was 6.5-7.6 days. Ac-

- cording to the Institute of Diagnosis and Surgery polydan

was efficient in 13 of 15 patients and led to peripheral
leukocyte recovery on day 5-8 following daily admini-
stration at a single dose 75 mg for 5 days. The N.
N. Pirogov Oncology Institute reported of increase in
peripheral leukocyte count in 4 of 5 patients receiving
polydan in parallel with an average 3.7-fold elevation
in myelokaryocytes. The hemostimulation effect did not
depend on dosage as administered once and was detected
on day 6.5-7 on the average following polydan ad-
ministration. At Hospital No. 40 polydan was studied
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nupoBaHa (uncio JeiikounTos gocrurio 3,0-10°1 n Goinee)
¥ XUMHOTepanus 6biia NPOLOMKEHA B 3aMIaHUPOBAHHbLIX
nposax. Cpeansas ANUTEIbHOCTL MEPHONA OT Hayana BBE-
JeHUs] MOJMAAHA O BOCCTAHOBJICHUS YWCIA JIEHKOLMTOB
Gosnee 3,0-1091 y aTux GonbHbIX coctaBuna 4,5—7 nHei.

Bonee pannee BocraHosienne OKJI nabmopanoce npu
5-IHEBHOM BBEJEHMM MOJNMIaHA B pa3oBoil poze 75 Mr
WIW TIPY OJHOKPATHOM BBeAeHuM no3bl 150 wmr. Ilpak-
THUECKM BO BCEX Cjyuasx MOc/e BBEJEHW MOJMAaHA MPH
MPOAOIDKEHUH XUMHUOTEPANUHM  JAJIbHEHIIEr0  CHHXKEHHA
ypcna JNEHKOLUTOB He MPOUCXOUIIO.

2. «Octpas» neiikonenus. B oTaeneHun XMMHOTEpanun
HHU xnunuueckoit onkonornu 14 6onbHbix ¢ MPJT no-
ayunnu 34 xypca WHTCHCHBHOH. XUMWOTEPAIUU TIO CXEME
CAM ¢ nonuaaHoM.

[IpumeHeHHe MOJMAAHA TO3BOJIMIO MPOBECTH XUMHO-
Tepanuto 0e3 JEHKONEHMH WIH C HE3HAYNTEIbHLIM CHH-
xenvem uucna feiikouuto mo I—II crenenun y 20—36%
BONLHBIX B 3aBUCUMOCTH OT 1036l Moiuaana. JlelikoneHus
IV creneHn HacTynmana nmpd NMPUMEHEHMH [03bl 75 Mr y
58% GONbHBIX, & NIPU NPUMEHEHWH J03bl 150 MT — TOJIbKO
y 27%. CpoKH BOCCTAHOBIIEHHUS MMOKA3aTeNel KPOBHU y 3THX
607BHBIX MpeAcTaBieHbl B Tabn.2. Ilpu pa3oBoii 03¢ nomu-
mana 75 mr cpeamue cpoku BoccraHosnenus OKIJL, pac-
CYMTAHHbIE OT Hauajga BBeldeHWs Npenapara, koledanuch
or 17,2 gus Ha I-m kypce mo 158-—16 gueil Ha 2-M u
3-M kypcax. IIpu nprMeHeHHM MONMAHA B Pa3OBOH Jl03e
150 Mr »Tu nokasaTenu coctaBuim 158-—16,3—11 nxen
cooTBeTcTBeHHO. CpejiHue CPOKM BOCCTAHOBIEHHS JIEHKO-
LMTOB, PACCYUTAHHBIC OT OKOHUAHHS KypCa BBEAEHNA MOJIH-
JaHa B YKa3aHHbIX 034X, COCTABIANM OT 7,3 AHA Ha 1-M
kypce a0 5,8—6 nueit Ha 2—3-m Kypce. JIIMTENnbHOCTDb
neiikoneHuu I crenenu y 605bHBIX, MOTYUHBLIKX MOJIXAAH
B pasoBoii goze 150 mr, cokpamanach oT 6—9 IHed Ha
1-Mm kypce m03—6 nHeid Ha 2-M Kypce.

U3 Tabn.3 BUIHO, YTO 3TOT Ke TOKa3aTe/b, NOAYYEHHBIN
B rpynne 19 Gonbhbix, nomyuaswux Gm-CSF, cocraBui
4—10 nueii [6]. B rpynne ¢ CAM Heiitponenns LI crenenn
npogoikanace or 7 mo 11 AHel, Toraa Kak mpu NpvMe-
HEHUN NMOJIMAAHA OHA coKpallanachk g0 5—9 aHei, a npu
npumenenun Gm-CSF — o 3—4 nweii. Heiitponenus
IV crenenn B rpynne ¢ CAM pimunach 5 aHeid, ¢ nmonu-
nanoMm — | genb, a ¢ Gm-CSF — 2 aHsa. MakcumalneHas
eiitponenus B rpynne ¢ CAM  gocturana 0,1-10°n, ¢
nomumanom — 0,3-10%n u ¢ GM-CSF — 0,4-10°/1 . Cpoxk
HACTYTUIEHHS] MAKCMMAJbHOH HEHTpOoneHun ObUT OfMHAKO-
BbIM B CPaBHMBAEeMbiX Ipynnax M papHancs 10 ausm.

CpOKH BOCCTaHOBICHHS JICHKOLMTOB (CPE/iHEe 3HaUeH e)
s 1-ro xypca ¢ CAM cocrasunn 18,6 ans, CAM ¢
nonunasom — 16 gneit 1 CAM ¢ Gm-CSF — 13,2 nns,
s 2-ro kypea— 21-——16—15 nwHeit u s 3-ro Kypca —
21—13—14 pueii cootsercrenno. Kpusbie Ha puc. 3 ne-
MOHCTPHPYIOT MOKA3aTelli KPOBETBOPEHHs Ha (OHe mpume-
HEHUS MOJIMJAHA B CPABHEHWH C 4KMCIOM HEHTpPO(WMIOB, pac-
CUMTaHHBLIM JUTS GoJbHBIX, Tomyuasuyx miauebo (1 = 108) [4].

BUaHO, UTO MPH WMCTONbL30BAHHU MONKAAHA (KpUBblE 2
1 3) NPOMCXOAUT CTUMYJIALMS JIEHKOUMTOB 3a CYET Hel-

TpoduIIoB.
CTUMYNALHMSA BbIDAKAETCS B YMEHbUICHAM [IyOMHBI

R

.Ta6nmua 3

Table 3

Cpokn BoOCCTaHOBrieHUs (B AHAX) nokasartenei
KpoBeTBOpeHnAa GonbHbix ¢ MPIT npu WHTEHCUBHOW
xumunoTtepanun no cxeme CAM, CAM c nonunaaHom

n CAM ¢ GM-CSF

Time (days) till hemopoiesis recovery in SCLC patients
receiving intensive chemotherapy by CAM, CAM plus
polydan, CAM plus GM-CSF

. CAM + CAM +
MNoka3aTenb CAM nonuaaH + GM-CSF

[nvTenbHOCTL Nenkonexnn 3,7 5 2,1
<2000 .
Leukopenia duration
[nNUTenbHOCTb HEWTPONEeHNUN:
Neutropenia duration

<1000 7 5 29

<500 5 1 2
HacTynneHue makcMManbHOW 10 10 10
HEWTponeHun

Neutropenia nadir onset

BoccTaHoBNEHWE NenKoLuu-
ToB (cpefHee 3HaueHue):
Leukocyte recovery (mean)

1-# kypc 18,6 16,5 13,2

2-n Kypc 21 16 15

3 kype 21 13,5 14,2
Characteristic CAM” CAM + CAM +

polydan + GM-CSF

in 23 patients and administered to 20 patients during
chemotherapy, of whom 18 could not continue treatment
due to grade III-1V leukopenia. In 19 of the 20 patients
leukopenia was completely countered (leukocyte count
reaching 3000 per mm? and more) and chemotherapy
was continued at dosage planned. Mean time from poly-
dan administration till leukocyte recovery to 3000 per
mm?® in these patients was 4.5 to 7 days. Earlier TLC
recovery was observed after 5-day treatment with polydan
at a single dose 150 mg. There was no decrease in
leukocyte count during continuation of chemotherapy
practically in any case.

2. Acute leukopenia. At the Chemotherapy Depart-
ment, the Research Institute of Clinical Oncology, 14
patients with SCLC received 34 cycles of intensive che-
motherapy by the CAM schedule plus polydan The
polydan administration allowed chemotherapy to be per-
formed free from leukopenia or with a mild decrease
in leukocyte count upto grade I-II in 20-36% patients
depending upon polydan dosage. Grade IV leukopenia
was detected in 58% of the patients following polydan
administration at 75 mg against 27% after 150 mg.
Blood parameter recovery time is demonstrated in table 2.
At polydan single dosage 75 mg mean time till TLC
recovery from the day of polydan treatment start varied
from 17.2 days in cycle 1 to 15.8-16 days in cycles 2
and 3. Respective characteristics after polydan admini-
stration at a single dose 150 mg were 15.8-16.3-11 days.
Mean time from polydan treatment end till leukocyte
recovery was 7.3 days in cycle 1 and 5.8-6 days in
cycles 2 and 3. Grade III leukopenia duration in patients
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11 12 13 14 15 16 17 18 19 20

Puc. 3. Bnuanue nonupgaHa Ha AvHAMKKY nokasaTenei nepudepnyeckoit Kposu GonbHbIx ¢ MPJI, NONy4aioWnX MHTEHCUBHYIO XU-

MuoTepanuio no cxeme CAM.
Kpusasa 7 —nnaye6o (n =108 [4]) — HeliTpodunbHbie NenKoumTsl;

3 —nonnpan 150 mr. HedTpodunbHble newkouyutsl. Mo ocu abeuyuce

KNeToK, MNH Ha 1 n KpoBW.

kpueas 2—nonuaad 150 mr. OBlyee KONMUECTBO NeAKOUMTOB; KpUBas
— CYTK1 OnbITa; NO OCU OpAUHAT — norapuhm aBcontloTHOro KonuYecTea

Fig. 3. Polydan effect on peripheral blood parameters in SCLC patients receiving intensive chemotherapy by CAM schedule.
Curve 1, placebo (n =108 [4]) - neutrophic leukocytes; curve 2, polydan 150 mg. Total leukocytes; curve 3, polydan 150 mg. Neutrophilic
leukocytes. Numerals on the x axis show experimental day number, numerals on the y axis show logarithm of cell count, min per | blood.

NEeHKO- U HEWTponeHun B 2—2.5 pasza u COKPALLEHUH -
TENLHOCTH HerTponenun Ha 2 aus. Ilpu ananuse sdex-
TUBHOCTH TNOJWAAHA Yy OONBHBIX MoOCie NpoBeleHUs 1-ro
Kypca XUMHOTepanun ObUM OTMEUEHDI CITeAYIOIHE PE3YIlb-
TaTbl: KOJIMYECTBO OONBHBIX, Y KOTOPLIX YUCIO JEHKOLUTOBR
aocrurno 3,0-10°1, a ueiitpodunos — 2,0-1091 k 14—17-
My ZHI0, cocTtaBuiio 11 (79%), uncno GoibHBIX, KOTOPbIM
BO3MOXHO ObIIO MpoOBeAeHKe 2-TO Kypca NeueHus Ha 14—
17-it neny — 8 (57%). Uzyuenue muenorpamm y 9 60JbHbIX
MOKa3ano, YTO NOKA3aTellM KOCTHOMO3TOBOIO KPOBETBO-
PeHHA y BCeX OONbHBIX [0 Hayala XUMUOTEPAnuK ObLIK
B mpefenax Hopmel. ITocie xuMuoTepannu Ha one npu-
MEHEHHUS MOoNujaHa y 6 OOJbHbIX OTMEUANIOCh YMEHbLLIEHHE
MHEIOKAPHOLIUTOB 3a CUYET MMEOLUMTOB U NPOMHENOLUTOB
Ha 15—40%, a y 3 GonbHbIX HA 9—12-¢ cyTKM OTMEYanoch
3HAYUTENBHOE YBENHYEHHE MOTIObIX (OPM IPaHyIOLHTONO)-
32 (IPOMUENOLMTOB M MHENOLMTOB) COOTBETCTBEHHOE YBe-
JMveHne MHaekca cospeBaHus Heilitpoduno ot 0,8 go 5,7—
18,0. OTHOCHTENBHOE KOIMYECTBO JMMQOUUTOB NPH 3TOM
yBenmuunBanoch Ha 10—37%, B TO ke Bpems KOJIHYECTBO
KIETOK 3PUTPOMIHOIO POCTKA OCTABAIOCH O€3 W3MEHEHHA.

3. IloGounbie 3ddextol. Bee 60sbHBIE, MOMyuMBLIHE
TIONUARH, OTMEYANTN YIOBICTBOPHTENbHYIO IEPEHOCHMOCTD
npenapara.
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receiving polydan at a single dose 150 mg reduced from
6-9 days in cycle 1 to 3-6 days in cycle 2. As seen
in table 3 this parameter in a group of 19 patients
receiving GM-CSF was 4 to 10 days [6]. Grade III
leukopenia in the CAM group lasted 7 to 11 days while
after polydan administration the duration reduced to
5-9 days, after GM-CSF administration to 3-4 days.
Grade II neutropenia lasted 5 days in the CAM group,
I day with polydan and 2 days after GM-CSF. Neu-
tropenia nadir in the CAM group was 100 cells, with
polydan 300 cells, with GM-CSF 400 cells per mm®.
Neutropenia nadir onset was similar in the groups com-
pared (10 days). Time till leukocyte recovery (mean
value) was in cycle 1: 18.6 days with CAM, 16 days
with polydan and 13.2 days with CAM plus GM-CSF,
respective values for cycle 2 were 21-16-15 days and
for cycle 3: 21-13-14 days. Curves in figure 3 demonstrate
hemopoiesis parameters in polydan patients as com-
pared with neutrophil count in patients given placebo
(n =108 [4]). Polydan (curves 2 and 3) stimulated leu-
kocytes (mainly neutrophils). The stimulation effect
manifested itself as a 2-2.5-fold reduction in leuko- and
neutropenia severity and a 2 day reduction in neutropenia
duration. Analysis of polydan effect after chemotherapy
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BpeMeHHYI0 rUilepeMHI0 B MECTE HHBEKLIMH HAOMIOAAIIH
y 16 (24%) 60JsibHbIX, U3 HUX YMEPEHHYIO OONE3HEHHOCTb
B MecTe WHbekLMK oTMmeuanu 12 (18%) 6onbHbix. TToBblLLe-
Hue TemnepaTypbl Tena a0 38°C otrmeueHo y 16 (24%)
60JbHbIX. DTH MOOOUHBIE SBJICHUS UCYE3ANH CAMOIPON3-
BOJMBLHO, He TpeOOBAIM MPUMEHEHMs CUMITOMATHYECKHX
CPEICTB M HE MPENnSTCTBOBAIM AalbHEHIieMy BBEIEHUIO
npenapara.

3akimovenne. B sKCmepUMeHTax Ha MblIAX, KpbICax
W cobakax c JiefikoneHuei, BbI3BAHHO! BBEJEHHEM LUTO-
CTATUKOB, MOKA3aHO, UTO MoiuJaH crnocobcTByeT Ooee
OBICTPOMY M MOJHOMY BOCCTAHOBJIEHWIO KPOBETBOPEHMS
U He INPOABJIAET BblpaKeHHOH TokcuuHoOCTH. IlIpu kinHu-
YeCKOM H3yueHun y 92% OHKOJNOTHUECKUX OOJIBHBIX C «XPO-
HUYECKUMM» JICHKOTEHUSMH NPUMEHEHUE MOJIMAaHa conpo-
BOXOAJIOCH CTHMYNSLUHEH KOCTHOMO3I'OBOIO KPOBETBOPEHMS
M BOCCTAHOBIICHMEM JIEHKOLUMTOB B nepudeprueckol KpOBH
o 3,0:10%n u Gonee Ha 2—10-¢ cyTku nmocne Hauana BBe-
JleHus penapata. BeeneHue mosuaaHa 00JbHbIM, NPEPBAB-
HIMM XHMHOTEPAMNUIO W3-32 JIEHKONEHHH, MO3BOIMIO BOC-
CTAHOBHThL TMOKA3aTelU KPOBETBOPEHUS M MPOJOJIKATD
XMMHOTEPANMIO B 3aMJIAHUPOBAHHOM pexuMe. Y OO0JIbHBIX
¢ MPJI, nony4amlnMx HHTEHCUBHYIO XUMUOTEPANMIO, yja-
JIOCh C MOMOLIBIO MOJIMAAHA YMEHbIUNTb TIyOMHY W AJH-
TENLHOCTL NEHKO- U HEATPONICHHH U COKPATUTb MHTEPBAJILI
MeXAY Kypcamu xumuoTepanuu y 57—79% OGonbHBIX A0
14—17 pHe#l mpu pa3HbIX Kypcax JIEYEHHs.
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cycle 1 showed the following. The number of patients
with leukocyte and neutrophil counts reaching 3000 and
2000 cells per mm?, respectively, by day 14-17 was 11
(79%), the number of patients able to continue che-
motherapy after day 14-17 was 8 (57%). Study of myelo-
grams of 9 patients demonstrated that all hemopoietic
characteristics before chemotherapy were normal. After
chemotherapy 6 patients receiving also polydan presented
with a 15-40% reduction in myelokaryocytes (myelocytes
and promyelocytes), the remaining 3 patients on day
9-12 demonstrated a significant increase in young forms
of granulocytopoiesis (promyelocytes and myelocytes)
and a corresponding increase in neutrophil maturation
index from 0.8 to 5.7-18.0. A relative increase of 10-37%
was observed in lymphocyte count, while there were
no changes in counts of erythroid cells.

3. Side effects. All patients receiving polydan showed
good drug tolerance. Transient hyperemia in the site
of injection was detected in 16 (24%) patients, of whom
12 (18%) patients complained of moderate pain in the
injection site. Fever upto 38°C was detected in 16 (24%)
patients. These adverse reactions disappeared sponta-
neously and did not require symptomatic therapy or
discontinuation of the drug.

Conclusion. Experiments in mice, rats and dogs with
cytostatic-induced leukopenia showed polydan to con-
tribute to faster and more complete hemopoiesis recovery
and not to produce marked toxic effects. In clinical
study polydan administration stimulated bone marrow
hemopoiesis and peripheral leukocyte recovery to 3000

“and more on day 2-10 following drug administration

in 92% of cancer patients with chronic leukopenia. Poly-
dan administration to patients having to discontinue
chemotherapy due to leukopenia led to recovery of
hemopoiesis and allowed to continue treatment in com-
pliance with schedules planned. Patients with SCLC re-
ceiving intensive chemotherapy and polydan presented
with lower severity and reduced duration of leuko- and
neutropenia. The polydan administration allowed che-
motherapy intercycle intervals to be reduced to 14-17
days in 57-79% of the patients.
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