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tard- Curpobvprpp)dqnanetjtubgs s bany) tubey 0.1 mi of a 2 mg/ml solution of nitroblue tetrazolium (NBT):
2% RPM!-and 0.1 ml of a 0.25 UM stock of freshly prepared phorbol 12-myristate 13-acetate (PMA)in:
~ 2% RPMI were added to the cells. The cell suspension was incubated in a 37°C water bath for.'30
~ minutes. After incubation, the tubes were centrifuged and supernatants were removed from the -cell
" pellet. Cell pellets were dried for 1 hour at 37 °C before extraction with N,N-dimethylformamide (DMF).
.. One ml of DMF was added to- the cell pellet, vortexed, and immediately incubated at 85°C :for 20
.36 . . . minutes. The tubes were centrifuged and the colored DMF was collected for spectrophotometric analysis
@t 560 nm against a DMF blank. All measurements were performed within 30 minutes of termmatuon of
" the incubation. NEE
Calculation of reduced NBT (NBF; ug/ml) was done from a standard curve prepared by using. senal..'....-....-..‘ R—
L dulutlons of a 2 mg/ml NBT stock solution spotted on Whatman filter strips and dried. For the standard .
~40. curve, NBT was reduced by exposure to 1 mM ascorbate solution in 0.2 N NaOH for 20 min. at room
" temperature in the dark. The filters were extracted with DMF and read at 560 nm. Calculation of the . . = ..
NBF/cell was obtained by dividing NBF, .g/ml, by the number of cells per mi of sample. The resuits are .
- shown in Table 2.
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aCells obtained from monkeys dosed for 4 weeks with.
IL-4 or vehicle followed by a 4-week washout period.

bNBF, pg per cell, calculated from NBF pg/mi/total cells -
in sample. Cell number obtained by hemacytometer count using
Turks solution prior to assay.

cmean + SEM of the individual values for the monkey_s.’_-_ Ce

dP<0.02, Student's T Test, control vs. IL-4.

The above results demonstrate that phagocytic index of leukocytes obtained from IL-4-treated monkeys..
- four weeks post-dosing was increased significantly over leukocytss obtained from control animals. This =
' elevation in the phagocytic index was due to the increase in the percentage of cells ingesting yeast. There:
was a slight increase in the avidity of the cells (number of yeast ingested per cell) from the IL-4 post-
- dosage group. The NBT dye reduction response measured as pg/cell of NBF was increased in cells taken
.- form IL-4 treated monkeys as compared to cells from monkeys in the vehicle-control group. :
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wel- 1 f | at4: had 6.0 ¢F120 bt PMA in 2eldto®adn wdl). of 20 aM PMA in 2% (to each vve-l-
30-.30-  5.5. Adtil0.OmiLofr2i mgarhi NBTrtvgt%t(tolu&ﬁwem 2% (to each well). 6. Incubate
_3_7 6. Bedbete pB® atBTr.C oo mih.' "' ' 7. | nmedi ately renove 0.1 ni .of. el s
-do\vil Inerecit@ly ropvave( 0.yl at cal endaﬁnlro#)wnmrﬂoo Bim. fiqw' acgsleration) fof &'min. _smg
Shandon Shgades Btesping. Counterstain with Dif- Qui ck syst em and nount -
Verslip: Rile: C@Mqumgth Dif-Quick system and mount coverslip for counting. The '
“;gocyt”‘bm s The ¥epst plaooryioss AtsaY| as, ARpgibod ghovg wep ajse Pf’f?F"?ﬂS’cFmT bpth Bﬁyt'%‘”t%ﬁ"\g the,
u Qﬂ?—?ynet hodoI ogy. Naphthol AS-D Chloroacetate Esterase:
Path. 55:283 (1971). ,Li
; St andar di zed for
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i'hin - H'f‘an@%tﬁ . J bma 595897‘1 wn 1-5E5 cells onto mi croscope sl'i de at...__
Q_epm {1 Qi gt :%oéhéﬁrt\jna'és"é?ﬂ Byt tibil0 Shandon Cytospi n. o

- . Standardized for staining HL-60 cell line. L
1. Spin down 1-5E5 cells onto microscope slide at 200 rpm {low acceleration) 5 min. using Shandon .
Cytospin.
2. Fix slide for 2 min. in Citrate-Acetone-MeOH fixative at room temperature (R.T.).
.3. Wash in deionizer (d.i.) water and air-dry 20 min.
4. Stain slides in AS-D stain for 30 min. at 37 C in dark.
5. Wash 3X in d.i. water.
8. Counterstain in acid-hematoxylin stain 5 min.
7. Wash 3X in d.i. water, air-dry, mount with coverslip.

icd

Cat

 Citrate-Acstone-MeOH Fixative:

- . Dilute Citrate concentrate 1:9 with d.i. water.
. Add 18 ml Citrate solution, 27 rl Acetons, and 5 ml abs. MeOH (methanol)
" Store at room temperature.
~Prepare daily.




46 '2 Fix slide for 2 min. in Citrate-Acetone-MeOH fixative. at roOmf
erature (R T.). i3. Wash in deionizer (d.i.) water and air-dry 20 m
tainh slides in AS-D stain forER041070Bt 37 | Cin dark. 5. Wash: 3X lrt
water 6. Counterstain in acid-hematoxylin stain 5 mn. 50 . 7. "W
: water, air-dry, mount with coverslip. Citrate-Acetone- I\/ea-t
x_atlveAsﬁ$tﬂTe Citrate concentrate 1:9 with d.i. water. .556:  Ad

: o ut|on 27 n._ Acetone, and 5 rrt abs MeOH (et hanol) Store at

DI_ l ?t%'%qﬁ'? rﬂu g% %%f%é aﬁlg add wrth constant sehmn'g contents ol’f 1 bérisi_rlté of Fast Corm
Y 'Ut t 10
: :s: %Izh i ‘?z ﬁsﬂ‘ﬂ%ﬁé\? mg%d%h%?ﬁ a\gﬁorggw% SHWOP ﬁas%r I Et h -

alt’ s corrp ete I SSO Rt oI AS—D Chl or oacet at.g’
nAs'B1§ohﬁa4 ution will appear quite turbid. Continue stirring 15-
a,gd add'to coplin jar. Do not filter. .AS-DP Solution: '10 Dissolv
SUl € @lssdnapiichnlie ABNapIHY AS@A CRbB4cState 200 fﬁﬁ) il B Jfldin®khyldioRRdniicel . Prepare’
M o e@mmediiebi¥ce wBEdI at el before use. nUse Sigma kit 90 - ahhl AS—D
T 0 acaksaBigma kit 90 - Naphthol AS-D Chloroacetate. ' -
a:Napht hyl- Acet ate Estarase Stain For Mcrophages Yam et al , Am .J
-Pa6 h Alph& NaBBy i ACemte Estelage Stajo For/Macroghaged st | ochem Cyt oc~hem . 21:1

X

073)-:St andar di zed for staining U-937 cell line. s20 - 14.Spin down "
5ES. céfP'P»setélnt“G’ ﬁt%ﬁ@ﬁ@bﬁﬁ?@ﬁﬁm at 200 rpm (low accel eration) 5 nmin. . -
;ngl Sr‘rhﬂfd’bn’ ytochem 21 (1989 Fjx sl i de in Ctrate-Acetone- MeQH -

937 cqll 4 d tI d/d d -d"".‘:
§m it e “\'%°W‘6Em§f°§‘!r°ﬁ° R gt 200 o i ton Y rr"dﬁtrffre hai y

nterstain in Mayer" IR
164 'L%%%%Iig ter 30 mqﬂ attqull ed/ dei oni zed wat er ai.r.- d-r
unt WI t h,;cgy,eg,,a s'irPNE Stain at37 c -Ac tone- MeOH Fi xative:. .. ... ..
.ut e.‘,5 tg%@hgﬁmﬁgdﬁggm dW a{y}th d| st I | ed/ dei oni zed water. Add 18 rrt
rate SsokUoumétstair ih MdyersMeniaRifin safl abr ] abs. MeOH. Store at room:
mper at ur @.wash in distilled/detoifi#ba watef] @ir-tiry; mount with coverslip.
NE-Stain: Dilute Trizmal 7.6 (m-ono[tris( hydroxyrret hyl ) am norret hane)
at &; ‘Qittdte7AcBipnetM&DH Fixativest i | | ed/ dei oni zed. - _ _.
30
""" Dilite Citrate concentrate 1:9 with distilled/deionized water.

" "Add 18 mi Citrate solution, 27 ml Acetone, and 5 mi abs. MeOH.
_-Store at room temperature.
:Prepare daily.

" NE Stain:

Dilute Trizmal 7.6 (monoftris(hydroxymethyl)aminomethiane] maleate; pH 7.6) 1:9 in distilled/deionized.. ... -....
water. Warm dilute Trizmal 7.6 to 37°C and add with constant stiing contents of 1 capsule Fast Biue RR -
S 40 -salt (4-Benzoylamine-2,5-dimethoxybenzene-diazonium chloride hemilzinc chloride] salt). When salt-is S
S’ completely dissolved add 2 ml of ‘NE. solution. The solution will be yeliow and slightly turbid. Contlnue
R - stirring for 15-20 min. and add to coplin jar. Do not filter. T

NE Solution:

Dissolve 1 capsule {20 mg) of alpha naphthyl acetate to 2 mi of ethylene glycol ‘monomethyl ether. Prepare3:'
- immediately before use.
" Use Sigma kit 90 - alpha naphthyl acetate. ' : ;
: The results from the above procedures usmg HL-60 cells and U-937 celis are set forth below in Tables--- T el
" 50 3and4.
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TR “water. Warmdilute Trizmal 7.6.to 37 *C and add with constant
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‘chl-oride] salt). Wien salt s conmpl etely dissolved add 2 ni of NE

__sol ution. The solution will be yellow and slightly turbid. Continue-

stirring for ¥abRP3m n. ThedEfeet df rived IL-Bomtte Fundion-addE Sot: uti-or
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o b, Mean NSEMGNSQ Culpmsfedwihlodor PMRQonda¥Bn yeast/cef = ..
- 30 | yeast |ngeste|\/D cel | s C Per cent Phagocytic Cells -. %. of

celll n'gestl east/total cells x JSeparate experiments.
.Phagocytic | ndeé‘ Eﬁ @éi@ﬁ%‘? Px 5&88%@?%&%&5 40 G % of cel I s
'JPOSI tl vée for NBW yeaBlingzeletia0 ciitsan SEM of .. 4 experinents. 45 S

.-e %of cells positive for chl oroacet ate esterase enzyne

':I' Vvity/ 100 cells; mean of 4e experinents.
Percent Phagocytic Cells = % of cells. ingesting yeastotal cefls x 100 Mean 1SEM ol ‘

d5 separate experments.

d  Phagocytic Index - Mean yeast/cell x % Phagocytic cells.

€ % of celis positive for NBT/100 cells; Mean + SEM of 4 experiments.

o4 of cells positive for chloroacetate esterase enzyme activity/100 cells; meanof 4 =" °
- experiments. '

50 8 Pg .05; Student T test, Media vs. iL-4 treated or DMSO treated groups.

h . P< .10; Student T test, Media vs. IL-4 tre_atgd'or o
55 DMSO treated groups.
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0:..g pR .05, Student T test, Media vs. |1-4 treated or DMBO treated

ps;. h Ps .10; Student T test, Media vs.. IL4
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ferentiation of ta Yeas| VCOVb ' %

U@ﬁef&ﬂié@n Jf 2By k! a YeaslV SRl

N 1513 55 18%4 :10 , - f~

'075I ;557(&61"%“’;%2%%"@0@ #¥dgocytc Phagocyfe! 18T 179 e, -7?16"-2f-
2.5 4 7AS 20 Cels§ Iogey’ 33 :21 . -uh

~~~ i 1331 .04 10122 = 1513 535 16x4

jL-49: edeUIrrd 19+39 21 it ,

-44"h 28=4025 Urd 1. 7t 168t 4 288

7-_-3,2——--3-—.-:2—20 : mumi.Uin?S.ﬁ@ﬂ S i n%ﬁmé?ed fob78 18%ys i AB#f%ia cofd4T ng the
"gnat ed F /OJé 5 Atrat 2ops90f | Led e 1@l t ur dszfi®d on G‘bgﬂ% 25 .. -
Mean yeas‘?l5 'EIII £ y ast |££*%ed/ 30 ?eI@? Meap 2$EM Oks g79°
' | s

rent s. 26 U/mbo %Jg ytic |ngest| ng y Tot. al
'-{?'9100 f SEM 100 4 expesishents. 43+14Phago28c | ndex gjl*/é“an
tlcel | x A) Phagq cy igcellsg an Sigj, gof . t~275@8 rs-agds3; ~i o
CoLL i eesUimig L0 R experinents. % of cells positive for NBTI'l 00. -
Mean SEM of 4 experinments. 40 f % of cells positive for’ a NE .

iyl OOU§§'7lcsells'Yﬁé@bat§B'\for®‘ ddys in média containing the ﬂﬁ.smn.a!@. .

:.~.'5.~._'~.~~~'*-~~' Ce e EP 0 410 750 Bl Fl uorescence- Act i vat ed __Ce
" FA%S) % Phagocyhc cells = # of cells ingesting yeast/Total cells x 100; Mean. .t L
SEM of 4 expenments. '

- .:.;Phagocyuc !ndex Mean yeasvcell x % Phagocytic ceils Mean + SEM 0'
4 experiments. ' :

“ o o of cells positive for NBT/100 cells; Mean + SEM of 4 experiments.

t % of cells positive for a NE activity/100 cells; Mean + SEMof 4
experiments.

g P< .05, Student T test; Media vs. IL-4 treated groups. o

h  P<.10 Student T test; Media vs. IL-4 treated groups.

12



A e Al S T o A e oot e - e e e e e —

Anal ysis O Mnocyte And Neutrophil Surface Markers 65 HL- 60 and U 937
cells were incubated in T-75 flasks at*37- C and 5% C02 with increasing

| evel's of IL-4 (E. coli-derived r human 1L-4 (rhull-4), 8-1LE-1
002) or controls; cells were spl |§8§%b;}g@ban day 3. On days 1, 3, and 6
cells were rermved washed with RPM 1640 and bl ocked with human

heat - aggi:gg.ggcgggelﬁgg@a{eQCgﬁe%pFRggentlaI Fc interference. After washing .
again w Fh—RPIVI_I‘MU—‘Ce‘r'I‘S—r!e's“U'gpended in 50 kIl of diluted anti body (see s
f ol-l ow n@ndialel o MoRdcylelXid MeRRBHISIRhcoMHrtel®0dy panel ) and incubated 30 mi nut es
on ice. 70 The celTs were then washed 1n PBS, resuspended in 100 gU of. .

di | ut ed F| THI-6DGIA{ UEEIT edlls Yondtincalittdd-in D@5 BasksHb37 00 ankl G204 iricreasiipaibve’ of i 30

m nut es (& coliedrivelifro@mbinire humenua (rhwir4)08-ILEH 0025 ercontabisacelis teoel yplit dnddedooml dag 3ver e - -
washed r @palatsckdByand 6 ceBSyerd temavedowashasioriti (PMI 1540 and bides withdumanheetraggregated
Bect on- DigSkle medtuee Potedia) &7 iftasierepge: Aftdr washingeapsin witraRINVIG405 cells ssusppruied inrf0mb bis

for muri diste dy age ffeiavingtabile das dharyrongelenabritibody ppnel) @nhd inqubated BY) mintiies on ice.

i ncr ed® e The, cqlis Hers then washeds 'naifﬁﬁéesaspe@ﬂqg in f%'l%é""é@@p‘f‘&%q"lyﬁat?"eﬂ@?'a iimo

| L- 4 i nd#fS Pol9Gex and {ppabaiedfon 3 mig E’r 0‘“?9" the B¥ehatian rPéF“eﬁﬁﬁ?q"BG |°°"320

Mab were wasfjeq rpRegie é!‘ PBSCF'BEf ‘fd°E)| %Eﬁ%fr‘?fé naB c\ﬁE‘WGl

mul gG, for cytofiuo me SIS Isotype oo rJeI ssetig' o Y cont ls

UNK. run for .mcreWeT S%twg (E:?,l{seasbo ve expresTnondE i.8., IL-47in uctnmf enBanoedg

CR-3 7% expression). anti-Leu M6 nul gGZb CDl1c a chain
(gp_150- %).oc{éﬂénim@%a%paneu mul gG Ch35 C3b, CR-1 | -
anti-Leu M mul gG&2 CD14 Monocyt es 30 The results "

fromthe FAGS Anal ysis above are shown in Figures 3 and 4. Claims 1. Use of

I L-4 iz the WHWWI MEC et ¢l C 9) for—tmcreasi ng t he
nunberg] of 35 2ut r oy 19 lsotypg |5 M%@%ﬂﬁ‘ &*k Yi in thd J

manuf act ure of & WBMGMacdqumulg@h clonposi UNBn for tf Gammgranglmvmd or
monocytoi d | eukaeM@&33 n 4 malglal .| 40 3UNKise accoLMynlgmomcm-‘Jai mlL wherein

the mammal is a|rRKMh. 4.| mwisGacdor di ngCPHbd ai m L @33 in which the IL-4 ...
is hurfan |L-4. .a"tbé@'ﬁ%comigﬁgp tlo C ai RPMe 3 or 1ai°haiWPé$P‘Q5he IL-4 is N
adni ni stered in{c¥iAFat ifomUeG h [at | eaP3%ne ot hpC3bRe bl ood fcel |
i ncreasi ng agentl, 2MihewM3 (s @ulgCen ldi ng 1 §PW ai m 5 | MoapivieR t he other white
bl ood cell increasing agent is selected from.granul ocyte-nmacrophage col ony
sti mul Ftl ngrhb aestitsr fromgth@ FACDAnalysis elmve ary sikdwninuFiguresr8aniact or, 1L-1, [L-2, -~ oo
I L- 3, IL-6 or interferon al pha. 7. Use according to any of Claims 1,

3 or 4 i ®lamsch the IL-4 is adninistered in conbi.nation with at |east one
chenot her apeutic agent. 8. Use according to aim7 In which the - -
chenot hertaplist Pic !y binthe | manfaptwet & b PhasacaHical] sopPasition Joralgerpasing it numbagg Pbt ic

spi ndlgg poi yFoRbis BAMaMMehor anti biotic. 13 EP O 410 750 Bl

!: l x(r)];?s; 2 C%QA%I}-,B/? ?fg rge laﬁgratt:} Bd“ﬁgff“a%"ai"iﬂbﬁ"é"ﬁ?/ﬂ?"ﬂ dprJreating myeloid or monocytoid
y lsukasmia in S’ mam ?TH

© 3. Use according to Claim 1 wherein the mammal is a human.

4. Use according to Claim 1 or 3 in which the 1L-4 is human [L-4.

6. Use according to Claim 1, 3 or 4 in which the IL-4 is administered in combination with at least one
other white blood cell increasing agent.

6. Use according to Claim § in which the other white blood cell increasing agent is selected from
granulocyte-macrophage colony stlmulatmg factor, granulocyte colony stimulating factor, IL-1, IL-2, 1L-3,
IL-5, IL-6 or interferon alpha.
% 7. use according to any of Claims 1, 3 or 4 in which the IL-4 is administered in combination with at least
one chemotherapeutic agent.

8 Use according to Claim 7 in which the chemotherapsutic agent is selected from an alkyiating agent,
mitotic spindle poison or anti-tumor antibiotic.
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o HE- 60 and U-937 cells were incubated in T-75 flasks at 37- C and 5% -
‘with increasing levels of IL-4 {E. coli-derived reconbi nant human 1 L- 4
rhu_IL 4y, 8-1LE-1002) or control sEpeettbgsodie split and fed on day 3, On-
$1, -3, and 6 cells were renoved, washed with RPM 1640 and bl ocked vii t'h "’
:hiuman heat aggregat ed: : 1gGto reduce potential Fc interference.’ After”
“washi ng ad2Horese tivatad Gell Porter (FACBL r esuspended in 50 W of. di lute
. & n}t__.i body---(le fq I ovvi ng tdaluie }‘1_0 rft he nonocl onal antibody panel) an

ybal A B8 | s were then vvashed |n PBS--'-
) esuspended |_|[| A7 Qe dl I ute aMI TC, %\sl(s%? e(frg%%t

l gG2b and n&) re %@3 lq'htﬁnghu Ef&-ﬁf— 0 ) &

-second ant 'l ore Yol ig‘ RS0 ol Bilb
21N 1 n PR JcUrBotQﬂIalaFc ohHRe agan Wit RPMI 1640,
‘anal ysis. llﬁtQ& ¥hiBo O(Egerfaloﬁm Wblewrth§ﬁoﬂoaarﬁ ﬁ@ L
“control i Wieelisor %n iwagho8 & PeS, nesnsb%haeuw.emﬁml & dﬁmvm@o&nsaaa&d éd&t’iidh%use}

BXPr essi 0Ngh,eafadG,{ ncincubktba for B AGIE BR icel AHBNAG Tedition of e BXdAA QRfiody) the colls. "
-Monocl onal wefé ivhshedliepddtean ! in PBA hen resuspendetiGn 1 S PEP@nd rukbhl & BeEorDickinson FACScan . -

Different | fait dy@Ruoronapriz @hdlysisi kotypdichiirbls for murine 1981, @6d IgG: and second antibbdg.controls were .. ...
.gp 110: - Grramidr dreysassin Fvkive Zells above acbrytBeative expression levaURl., IL-4 induction of enhanced - . -

--Myelono o corpressiogKM- 1 mul g&2b -CD11 b ' CR-3 .25
‘ant.i - Lou Mb mul g&b CD1l 1c a chain (gp 150-95) - .
-Anti-CR 1. M°"°?I€ﬂa body Panel: CD35 _ C3bj CR-1li anti-Leu MB ...
.l g&2b CD14 Monocytes - O - -The results fromt he '
'FACS Anal ysis abo own in Figures 3 and 4 d ai s 1.
“Use of -4 in themamnuf acl ug Botgde P quiek orammtshisned | paguem tion fof |
insLeasing the n Ma1P | [TOpNT TS a mamat. o ﬁaﬁul ‘4 n the‘.
“anifacture of alp JRceut i ,CO ositigRE for tr éﬁ"e dorbl g or o
“honocyt.oi d | eukagnppmiin a Use caeior di ngltég 4 al Whefein the .

sramarel s a human ey ths Us,ﬁ,lgfggco di ng &B1fe @l M 1| Qlehan Igg1yujg'5§h heIL
s human | L-4. S.| hsecra¢co dﬁm,to Cl ai mghgs 3 or 4|igapvdH-ch th 1 | &~
i;_-_adm ni stered in coml.uaamo niiigd), @ I easicppne ot he mhb(;y@s bl ood c | I TR
J.ncreasing agent. her whi.te.
1 ood cel | incre cte ranul ocyt e- nacrophage"
ony st i nul aeu?ﬁs? Eg?:% Ai %sgcfwgn"nirg‘fms g?’l ng factor, IL=1,"
'yl L- Sopainls 20 1 L-6 or |nterferon al pha. 7 Use according to any of -
'-al;n_s_ 1, or .4 in which the IL-4 is administered in conbination w.th. at
st one thBPtoh@lI-i‘l%‘%' mafi@ilie of a phiRadbhical SinpdsitoR 64 ﬁnbr@&s%g'tﬂeWGrhﬁJPs Bhe-
,_rmt herapemgm@p@gﬁ,rgménzﬁn@el ected froman al kylating agent, mtotic’™ = -
: plndle5p0|son or anti-tunor antibiotic. 13 * C L N S* EP0410 756
‘Bl Pat ent amsas|é iof et in the manufacture of a pharmaceutical composition for treating myelo:d or monocytoid
B leukaemia in a mammal. .

- 8 Use according to Claim 1 wherein the mammal is a human.

4. Use according to Claim 1 or 3 in which the IL-4 is human IL-4.

5. Use according to Claim 1, 3 or 4 in which the IL-4 is administered in combination with at least one =~~~
45 other white blood cell increasing agent.:
6. Use according to Claim 5 in which the other white blood cell increasing agent is selected from
granulocyte-macrophage colony stimulating factor, granulocyte colony stimulating factor, 1L-1, IL-2, IL-3,

IL-5, IL-6 or interferon alpha. '

50

7. Use according to any of Claims 1, 3 or 4 in which the IL-4 is administered in combination wnth at least .
one chemotherapeutic agent. o

B. Use according to Clalm 7 In which the chemotherapeutic agent is selected from an alkylating agent .

- mitotic spindle poison or anti-tumor antibiotic.
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. Verwendung von | L-4 be! der Herstellung einer pharnazeutlschen o
-usAmTensetzung zur Erhohung der .Anzahl von ‘Neutrophilen bel einem Sauge'r
Verwendung von | L-4 bei der HERO&HKO B8MBEi ner pharmazeutischen =
-usam‘rensetzung zur Behandl ung;. von Mel ose oder Monocytonl eukamnie: beI
ne g I &erwendung genmaB Anspruch 1, wobei der Sauge'
I\/Ensch |§t°“5?“s‘\?é‘?'\ﬁendung gemaB Anspruch 1 oder 3, wobei das |'L-4:

A n% n ej"hl Sf{‘d:ﬁ‘fg; 'e%%s S AR i B

ut ko perc e Wi r d. 6 Ver wendung genmaB Anspruc'

;
. dem V&fénﬂuuib" voh m gﬂg ﬁgr&% &e-ﬁ%&é&éﬁs@ﬁhﬁ%@{%@ JC\Pgénandlung
“Grranul ocyten KoI onle etlmi- lierenden Fa tor IL-1, 1L-2, IL-3, tt=5 1'-_
oder-a«i-n evérﬁénaﬁhgagaﬁ.lﬁmgméh Wivbishi de? Suger YemuRadung geneB el nem der-i-s
;AnsprUghe 1, 3 oder 4, wobel das IL-4 in Kombination mt weni gstens:. eI nem
“Enenot heMapesivinduny) geMEBRTsBu odét 3, hobei das 1M@ MeRYBRNIARG IGLRAS Anspruch .7, WObe
‘das Chenot herapeuti kum aus el nem Al kylierungsnmittel, einem :
""Ivl 1 0sespisndedrgantitngoghaTis eAns@uch At ddermalr wobel idbe” (ht4 inumms@evmh hvbnigstehd 9in€hE58

- - ReveandéremMitteindas die Zahi weier BlutkSrperchen erhSht, verabreicht wird. _
.. 1. UWilisation de IL-4 dans |a fabrication d une conposition .-
:har maco&t i Yanwendungroemas) frsnrueh 5. wobeitiesrindere Mittel,fleg die Spi iwpider Eiutidrpersherathtint, f B

e _ aus dem Granulocyten-Makrophagen-Kolonie-stimulierenden Faktor, dem Granuloeyten-Kolome-stimu-

s _; ~~l1919‘udeg~liamr,.ll-.l_..lL-2 IL-3 IL-S.JLﬁgdqcs-lme.rrgmngusgﬁwﬁ.hnmrd,~w 1. - 1 1
- 2 ,sation de b atlon d une c o
har metedt j‘%"gm ,ggvgi fhon 125 bl oiibe Ry B '"%Rg'na%ﬁ'@awms
Bz/ un nanmi T er e i'SatTon 'salon |a revend| cation 1, ob le " -
W'fer%e\‘i&m CLIEY ‘h h vlrclbbi%ﬁéb aPbtikuih &S GBI Felruﬂ Pﬂé. é’tn'?' b
€ |Lmﬁm%2‘od :mlrlﬁc Ja.mm AfBiofi@ QDngﬁérﬂt%fﬂ’ n§| CatA?(gl“ 186’%“9 Ay

._Js t adm nistree en association avec au nolis un autre agent augmantan
.f.glffobideeﬁndi&aﬂm‘ss ,6 UUisation solon |la revendicafton 5, ob | " autrf.
nt-‘augment ant | ee gI obul es bl ancs est choisi parm un facteur stimuil-&
.ol oni ewtilisatio) e L duny laciabribRion OPRES@MPosition pﬁamécembuespdunwgmaﬁted lesSnotnbled I}
FLgr-anul- qullieasqphllelscﬁqzuhhmﬁim:fbrh.-& IL-5, 1L-6 ou I'"interfdron-alk p_ha -

=il isation solon |'une des revendications 1, 3 ou 4, ob lLL-4.gst.
i. S1.126 e Utdisations dle di-4tdaom lagfekrication d'mpp reomppsitieny ehrrmashitiiieo pove rlqagatgmpqm,o;_. lag.
sat i ‘onleursmigrmyéleide oy aveatcrtaldp ehez Pn mapmifiyent chi ni ot hérapeut i que. est

-'parm un agent al kyl ant . un poi sgn du fuseau mitotique ou un
bl Ot' 'Iaqugtlhaqﬁ)r? mrlavendleﬂmn L ol Jp mangmifére est un humain. .

".4 Utlllsatlon se}onjla revendlcatlon i (])-lil- 1%1].-41 ost ﬂi]l]hur]f\]a"wlTe

"8, Utilisation selon la’ revendication 1, 3 ou 4, ol IL-4 est administrée en association avec au moms unt :
L auire agent augmentant les globules blancs.

- Utlfsation selon la revendication 5, o Fautre agent augmentant les globules blancs est choisi parmi un
~ facteur stimulant les colonies de granulocytes-macrophages, un facteur stimulant les colomes de T
- granulocytes, IL-1, IL-2, IL-3, IL-5, IL-6 ou l'interféron alpha. o

..-.;_'I.'-.;.....,Utlllsatuon selon l'une des revendications 1, 3 ou 4, ol IL-4 est admmlstrée en association avec. au.
moins un agent chimiothérapeutique.

'8 Utilisation selon la revendication 7, ol I'agent chimiothérapeutique est choisi parmi un agent a_lkylant,l.':_-
un poison du fuseau mitotique ou un antibiotique antitumeur. '

TR T




