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Purr f | cat i on was acconp | sShed. by recryst allisation from et hyI 30 acetate
(m p. ExEmBle2i.r. [ERR] 1360 - g ar| d 1180 [ERR]) ... A ni xture of :
1, 2- drA @Agwnhéxfa (rhyhe Mcr(l vlotpe -@n% 10

Lol rgé[gg Ry % [#313@%8‘{ mftg % W&"” Tirfhy Q’[T}efrvm i t;;?gg:r';;or Y

hours ‘at .-oTnawer(&es,tnL B- (patasm%ecara% 568N oGRRbISY, 4-Eshetsed Wi th 35
wat er - ,{h&%.;;&&aman;dn&xbrmm MG Rimbleblytrietgiginie €2 B ¥ndlBN-dihgthyifbiransiaérbi ned
et hyl (4T el)atae stnedifad hoars at 9586 100 @ Thekeectionardnas wasthen bdaededilufadiviver ed and

evap®d me&qumtr@@eranﬂttmthvl p@tayy [3><v1/ﬁ061*] W&@opblnett ¢ty agppa teert[antrwas 35
i S ﬁ'b@t was puyifie
FEIR%??(}:)E ?‘{fE a ogra P utrg\a Hﬁ g%n’zene ethyl acet [oll,ir oﬁél%?) ng (& j] a4 d(tIyERR] )

- 4- Am nonEA Morbid % -J;‘ Lla T dHe R ..n@'b“?t%l- Ri 985' dine
Di hydr OChlAQBIir%- :K? 13[? ddd' h@i—?ﬁr géW)xy) Emp\ﬁ{i-?hén%?;rpendma (2. 50;; 3o
-[ 248- .(\dbreﬁhrhaxaqur mwy “tréutq vaMithiard sl e BidREs 1001 §) @0.6 Znriolés), afd ﬁe40 40

- rmol esrpesittimgeikters sfirted¥or ihdurs/w oot temberature Tﬂt rédction mixtued was treiatsrheimtidnste  ( 0.4

10. \Blthmﬁpe(é 0 mfj gad eWected wn't)etherst@r*tqqtfgﬂ ﬁhx@w@edtether edatta\ras 4ﬂ?ﬁtﬂyﬁrs at

reomt ' te, fitas @Y“IF’BW "ﬁ 1};% With water .
(5 atg. h%rmét S ﬁﬁrﬁ TR A
Qe oA kil wh tsa.d HoRveo érﬂ&‘bﬁdﬂﬂ:d\ﬁ?&ﬁu& to an
W9 ieldas.p o1l £ |ca gel - c r onmat ography (elution w th
benzene et'hanel ) and then d| ssol ved in.chl oroform The sol.uti on.was 45

treated \MAf'HYﬁ'Fy"élrogen chI orr de gas -and then: evapor-at ed i n-vacuo to y| eld a

sol 4. whf‘&‘ﬁ‘ ' aI lised fromethyl "acetate (1.1°g);  soggd.
contai nedg F1 g@’ per’ nol e ‘naned product;, 40%yi eld, mp.
[ERR]. Ana ys¢37(9/g01-‘.@‘tﬂ 3.5 380 .. . G, 70. 74;  H, 11.34; N, 3.40

.50 Cal cul ated for [ERR] C,- 70.60° 'H 11,53 N. .3.50 Exarrpl es 3to 7

Fol | ovﬁmg‘ﬂd@é‘tpr"ocedures of Exanple. 1 or .2, the foll ow ng conpounds wer e .
pr epar ed: ? RR]Q tBe\:,procedures of Example or2 the followmg compounds were prepared __

55

55



021 580B 5 Mol ecular - : Anal ysi s %Exarrple ~ [ERR] - - .

MP.[ERR . , FOr_n'uI‘a : Calcd. =~ Found 3 [ ERR]
40-42- 5. - - . " JERRL.- ' . .. C73.53 C73. 77 Hedlz 9d1tbdole’7
N 3.64. N 3.85 5 4 [ERR] T 115- 117 — [ERR]
~C7%95. C 71.67 H11.60 H 11,19 N 3129 N .3, ERR) weis%

140- 142 - Exarnple’ - " RYBERR"  pppoc.  C 69. 46 ﬁ ,g@ 10 N oand.

H 11.25 H 11.003 10 N, #,75 N 45-45 6 H cmzo 17¢- 3{%”3( 7377

[ ERR] 'C 65.24 C 65.27 H10.42 H 9 é 4.90°N 4W9%1 9£RR11.77
Mol ecul aP : ) Anal ysis % Exanple [E M. [E6R|N 385 . 5
For mul a 4 -cal ttiePs ” Fourlds7-117 EIQR]"sstszt@D 192C 71.95. C 71.67 . -
[ERRf - . .. C'66.58 C 66.70 H 10. 78H10 20 20 - H“6°H1119

N 4.43 N 4. 275 20.. I@,@ S|ml135_\p,ay furtheg go of 8on
“may be poepar ed fromthe approprl ate 1,2- or Cia 3 cfllé-m'éﬁo al gy m:qn(ﬁg 10

via the tosyl derivative. Exanple -8. A N 375 N 345

1, 2- Di - O n- hexaBlecyl - 3C8L{ 3- cyafotI@hid)| ) - glcﬂﬂeﬁdﬂ 2EI4H,0 ' So8H.24m GB8z7de
(50%m neral .oil di spersion: '1.056g ,0.022 nole) was added Hol®#%df u@iddn of
25.1,2-di -0-n- hexadecyl gl ycerol in tetrahydrofuran (150 n15‘l HP N A8y
for 20 ninutes.under nitrogen. m Cyanopeh QJnde (4.0 g, 0.020 nol e) was
added t&%the mixture ‘and allowed to T efct a <00m t enper at ure overni ght . 15
Water (200 m) was then cautiously added’ &nd t he aqueous mi xture extracted
with ethyl acetate (3x 150 m ). The extracts wWioecaladi ed over nRgaessEm

sul fate, fil t&p eand%’ conc ed.under rewimndal. Elressur@lctdo Fvem'an
oil (12 g) which was ch#Bmat ogh ‘ﬁ on_ si $e'taNGePHCLIH (eq:LFtGeﬁi’ ﬁ%

benzeneghexane, 8/ 2) resulti ng Fn pure 1,2-Di-0-(n- hexadecy 427 20

iyg‘n%beg}zzllaz - iRk ¥@§"B§I)‘g§ o ( o&“ds ﬂﬁ%:g nv?é(i)n [nakae%%g’aged from thé appropriate 1,2-
1,2-Di -0-(n- hexadecyl -0-(3-cyanobenzy| -glycerol (5,0 g, 7.6 mol) was
react ed w F’I’P e8dii sobutyl al umni um hydr| de (1.17-9,8.2 mol) in benzene
(25 m )% ]'%th-{, oii g Fyangbangyl) -QIV%°'16 hours at anbl ent

l%2.4

t enper a e hG o %ﬁ%%“éﬁ 'S'PF ﬂgﬁ st aazczutrﬁ fand25

wat et (2. 5mbg aa&lﬂn brdtiEe 4 § :
hydri de wafenq(eﬁamaa@&ﬁﬁbht Wiseri200 rhlmaélﬁén dutidu3ly @ d%& {h@G orﬁf mm (3
x 25 m), wittdethyl@catataidx 160 nieTibaRtactsWdradie ovantagAdsivartsumbth, h'ltSl@dhan SU ate,

filtere vﬁ'ﬁﬁq@éwwﬂr@dc@m@wwtacweeulmpﬂésiswhld) wadnhranesagrdpherorGiilica g@ls 30
Cpurified b@ 7@‘5 Zg Migrimpsy 120G lachexgdedylH3ePrid wuanobanzyl- v e
pure 1,2-d X%l gy 5:'3) Oem- forrryl 40 benzyl)-glycerol (40%yield):
oil; i.r. é.[fﬂB]‘b(HQQaJeEM-O-(HNB VifeRg) g adl-1 (s, I, AACHO . C.

1, 2- Di - O ( n- heyaOieBYri-hexadeyl]- ﬁ»o@(iaroaareaaﬁyl 0l t52882Y8 hmBl) WeSleRtedIReH UM
hydri de3% 3d'B®llgvlaiﬁmleS\Wdrdie$ &7 gig&mmal) n beezead (26 Iy underGinftragen Sfbsphefe for - 35

sus pended ‘d(‘ °§ 19F\9Rf?'@ee *mrqacm mat\ld% \Mﬁateetﬁd with frigkighol {r2ieml) and

_ni trogen x’:!ﬁ) cF"ld hM g eﬁecem%ﬁﬁvgé?ﬁ -
"st opped. {ﬂ{ ed
to 0-5Q0 Ts"uceraéthwo&id’cofgﬁahwamt l\ﬂp .-arﬁ'? | Hoxitd |%éid'f"e§ fﬁfﬁf\i?dtgy

,portions, ﬁantw)eglweel—ouyoaslyialdr amu.d(cacmy)umwm-1 NMR (cocu3)a1o1 (s, 1, ArCHO),

"of ' 1, 2- d|- ﬁade | ) - 3 0 fornylbenzyl) gl ycerol (7.0g , 0 0106 nol)
in tetrahydr o{ (;l allrglygerdi ed at room

t enper at ur §mb@h %« d é'_.% '" Ao L
et her (4% Xmihte ssfﬁht)l-hy a tra 8tro : htmo x ewyxat €45
(2x 100 i coolaceb G-abeg. zrtua@khﬂﬂaibmnm a1 3067 §© osblnﬂii) loW¥& by

nmagnesi um theifapigdtadditiorsd 1ﬁrdlicbhdtéxmacw@oawmabadymmmfol weﬂgJo oaﬁﬁsﬁur eto
a pal e yeltP@&hy “"};115%'“ Thgs%ttgisqh en sthied At raer tempewatiee fon 46 hdwys, poired ihtay er
e

:] q%qyre therex were hed with

(ihrzoga g:é'gg%b{?( _ _0 nx g %?g mchlor esrg s.{grl? ? I)F’dIT'led over agnegur:‘zzlfate 60
ra T H i

~hydr oxy- Zbu'fre'&bl& b’#%aﬁ'ﬁ%r SBE sur ale yellow oil (7.0 g, 98% yield), which was

ﬁ'a? a&ton as described in Example 9.
D. 1.2- Dv-O-(n—hexadecyl)—3 0-[3-(1-hydroxy-2-t-butylaminoethyl)- benzyl]-glycerol
: Hydrochloride ..
55 t-ButyIamme (30 ml) and 1 ,2-di-O-{n-hexadecyl)-3-0-[3-(1 2—epoxyethy|)-benzyl]-glycerol (20g, 656
. 2.97 mmol) were placéd in a steel bomb and heated to 100°C for 9 hours. After cooling the reaction
mixture, t-butylamine was removed under reduced pressure and the resulting oil purified by silica gel
chromatography, eluted with benzene/ethanol. The desired fractions were saturated with gaseous




ochl ori de 55 t-Butylamne (30 m): and . A, Coe '
1, 2 di - O (n-hexadecyl )-3-0-[3-(1, 2- epoxyet hyl-) - benzyl] gI ycerol (2 0 g, 55
b‘b 7 mmol ) were placed in a steel bonb and heated to 1'0OCOC for 9 hours:

teg cooling the reaction nmixture, t-butylanine was r e@BVE@2unsse Br edwgced

pressure and the resulfting ol purifred by silica gel chronmatography,

el ut Gdh\\/éfroct:r| gfce&ﬁ:ech{cgnttll;%g?rl'\derI&ﬁceg%%sgu?g aIrcE r%gr%tgps%d %&\%th%ﬁatcgtra%ttg Qwé’“ t h \’"“

~gase ure 1,24i-0-(n-hexadecyl)-3-0-[3-{ 1 -hydroxy-2-t-butylaminoethyi)-benzyl]-glycerol (630 mg, 27%),
B 2 @0 siBoC; N.M.RIZOCHCM O} C—-8@HY,]. concent rat ed under reduced pressure -
~and recrystallrsedfromethyl acetateto gi ve pure 21 _ ,
o, 2- d|5 Ei&a(nglgr_exadec%/rg[ﬁg S‘M [3-(1 . b o ' drauhioride o
'--hd Xp= k- & hylamingg enzyL @uproliftydragoipridey ERR ;
9'10 geqr m?s‘y 2-epoxye hy|)-beﬁzg'ﬂ rycefzr (2. o1aD g -Fﬂ _

gy [éér e i Bt iy

- 1 24eperxsb% h‘\ehe Naghed wig 2y ayied us arrﬁ 8mgwdr6x.693wm nd shRirteddquesd i N a10 _

st eel il Goioidé @eléds and confeRRER dfooryell@v bib(1183).The frdBugp wes wurrfld\f&yesﬂrca:wl | ng the | .
react i ghiomategraphy (glgted \mlsweenq/ thanol oo erthd etthe'wdroawerwtehe't

| was
i sol at ??géﬁ P 29wy 1 'y\ E %%:7 m gat pns}, éd-&éted -
'\F/)\nrteﬁgg %H%%dﬁ,q,rﬁ%r um? drox de,"vater, *and satura§ Ee uﬁ@'i’o sod um | ’

‘chloride, dried, and concentrat ed to ayellowoil (1.8 g). The product was
_purlfléthxyeasmﬂoda gel . chromat'ogr aphy gel uted with tol uene/ethanol: 12/1)
and converfelioyingthe netmymf@mmsﬂcm 9sthp follpwwing cemprpunds:yogre prepased- [ ERR] ; N. M R
([ERR]) [ERR] 0.87 (S. 6H, -[ERR]), 1.3 (S, 32H, aliphatic. protons) .1.45
(t, J=7 Hz, 3H, -NHCH2CH3), 3.15 (g, J=7_HF 2H [ERR]) 3.45-3.58 (m.:1 1
H 15 [ERR] 4.65 (S. 2H,. Ar-[ERR]i;B. 5 50™(m: 1 H Ar-CHOH), - 15 and
7.33 (S, 4H Ar-H) Exarrpl es. 10 toki8 Pa¥l owi ng t he. rrethods of . Exarrpl es 8
or -9, the follow ng corrpounds were prepared. [ERR] 20 -

Mol @Qul ar Anal ysis % 20 Brodepbe R Analysis %[ ERR] 20

M P. [ ER®xampte - - F8rmul aR¥R* MP.°C Cal cd, Forigland 10 . Caled. EF(R nd.. -
[ERR] . 53955  CHICHy), C[eE:RR]s3"‘55 CuHcQaNzH(i'*}He? 72. 17 17 11 ‘55 N
1.79 N 1.9225 . : -
Anal ysi s % Exanpl e ' R c [ERR] M P. [ERR] orrrula

Calcd. Found 11 . ' [ERRl = o dERR 43 45 . [ERR] |

C 73599 C 72.06 H 11..83 H 11.43 3%“ T s

N I°75 N -1.71 30 12 [ERR] RIS I .---s['ERﬁ
C 70.39 C 70.36 H 10.21 H 10. 77N 2.10 N 2.22 13 """'[ERR] [ERR
64-65 [ ERR] © C71.04 C 71.Mdlec3lr ~ . . Analys:s%

H 11. 14 #ample99 38 N 2R_EI$4N M?m In a quﬂnp@r VVa fuﬁ-@mr : unds Of
the present! nvenGi@hrey Cotiopripaa | rMOEHEODr €5§§ é 4
0

rrréﬁ Sarcoma 1 80J Model for Assessnent  of -Tunor Reje (yr%g |
_ e CD-q{h mce gg@endd gk Rer. gLpuUp re(éehvgd\][.@ 01 goggl Sz ch vvere
5 to 8 days; 40 oﬁ@ By |nfznépert°oneal adm’nt str?’ltﬁllzon @idbbe dayo.Fol I ow ng
tunor innoculation the mce received 0.1 nl of the'test NcozpouNd %.2& mul at ed
in the fat1®nul si ®h.&hi clCaH,dl réda65 pi d ( Cubs:@NHGbor at & 7339} 817104
desi3®ed dose and were then observed until death or 40 dﬁy &hg %&% :
occurs first. Results are expressed as increased percen | ¢ %LS) .
defined a R] Resul ts
obt ai % %rggtzgmgma ff} ercc%mpoundsofthe 8resent mventro m[aY be prepared fronlt B T

edur
Sarcoma 180J Model for Assessment of Tumor Re;ectron L _
40 Six female CD-1 mice (20—25 g) per. group received 108 §-1 80J. ce[ls whrch were 5 to 8 days 40
old by intrapertoneal administration. On the day following tumor mnoculatlon the mice received 0. Aml
of the test compound formulated in the fat emulsion vehicie. Intralipid (Cutter Laboratories} at the desired -
dose and were then observed until death or 40 days, whichever occurs first. Results are. expressed as
' mcreased percent life span (%ILS), defined as follows: :

S .M'ean_Su'rvrvalofDrug‘TreEt'ed-Mice"' ST e K
45 - B e ———x100" - 45
. ‘Mean Surviyval of Untreated Control Mice " - o

Results obtained by the above test procedure were as follows: S



021 580 B 7 Tabie 1 %ILS Corrpound of o Dose (rrg/ kg) Exanpl @
0. 25 1 4 16 5 ' 6 113

109 7+ 154(1)- - .- 192(4) 51 GB 12021 580 B 7
139( 1) 110 108 5 —129(1) 116 133

10Q_2/ 3 . 110 . . 105 - " 1fl4ey 127 4 119
158(2) 98 Lo 109 10 . Results’ o# o9 & above test . obt ai ned. with (1

- hydr oxy- 2- al kyl. am noo,ap&wb),f- bénzyl oxy armkag@/k@f this 10 invention
formul-ated in Tween 8 pjecer ol0.2@t er arg shown |4n Tabl e Ve STWeen s a

regi ster@d Tr ade Ivar k) 3 Tabl e I‘I13%ILS o 192(4 Conpound of 5 -
50 10 174(1) 7 o3 135 129 1_471012) oy 166(205 - 181(4)
182(4) 11 L 159( 14  171(®p 1’153?1)2) 2098(Nunber1$)g| n parent heses

in Tabl g5 IRead ofithe MR RosPEbRifed Wit URRKoxPR - Iafib cB) BovPibsy)analoghdf this 10

Assessnent iofenferfoirautaed in Maseh@OLAGBro wAtbNR érBwnMﬁsrerﬁ‘eethaerG&ﬁ ed Trade -
|ntraper|thefh)|-Iy W th saline or the test conpound. Macrophages were

‘har vested 72 hours-later by intraperitoggglyinjection-of 3 m 8%fetal calf
serum 92% RPM * 1640 nedr um (Grand |sland Biobggggcal Co., N Y.) ([ERR]) plus
S unitsAdl of hepari n, truam‘pewmfature of Odse (mg/kg/medi a bei ng kept at 15
[ERR] ~lavaged . 1-to .2 ni nubespleopenedband al | 7Heritond@ fluid drawn of f
with a 25 sterile, .siliconi¥d p|pét741r’|to a1 m pl )ictube kept on

I ce. The macrophages were: coﬁnt ed u g a he torre mand adjusted to a
concentration of 1.5x:- 106/rr1 Wt h [ : The I's were 't hen- placed in

mul tiwe or l1to 2
our s "aeby B dytesb TG LG 5Le b A8 ISR 10 2
di'scar ded mdeskhenmemoumlMamphuydMﬂMthh medi a,. the 30 macrophages
adhering to tHﬂlcbwrtemcmd lmtraeemmelaﬂymtb salink@r the tdstconipe ur\ﬂbmewlﬁgeer%m tes

hen soggie L U Ry ?‘in";?rr ‘n%a@“éé %ﬁ 3

]Ehen adggd “@a‘g. c;
or %f od: r(Po % 9
o el p% ra'a Y 2&7&«5 52301 /:ﬂﬁ&nﬁfgﬁo Uths ca

pul sed wit |ﬁeri1 eler@nd
the supern Placeda UMWl idishes Sy, mgr Oacdlleﬂ)dr whlREndésuisated fdra eweraomgneimt:ud 4 596 carhbﬁ d
- washed fi vdioxidergtmosphete. Thelsipeenateluas discarded and n@cpslla/wewwetamcemu mediadhy and

pl aced BA SEERPhagEs q"&'r'f'g §Ie§°W't‘ ﬁftbjgégclr qu Eé aff%tegf:‘% °and3°
1OXI

0.2 g 35 tP a S cul tz

e h cuba s were
m nut es us 59@. s-hsm%iiﬁersr R A ﬂw
procedure V&Qﬁ@a &% hbQ slt&VFaeve R@eﬁhl times wrth saline. The ﬁlter discs were A)

-1 nhi bi t i3gn adklved to dry and placed in scintillation vrali)\fwtl'EDG!Jr’qainellatron fluid (5[005RP Q amg/Okang 085

DNA Synt he £PBOP/liter toluene; Yorktown Rese4@h)] Counting was done fof 2 thiutes using a Beekman LS}@SO]_
0. 625 p-counter. Resylts oPtamed by this procedyge gg_lg as follows: . 56 5 .25
90 45 Assessnent of Peripheral Bl ood € Activation '

45 Rats were injected .inigompeprously wt e t es# iremwaund, or with saline
*for conupol ani-mals. ThefEwapayt es wafeE(mbH:yNestetDMQSMms:s | ater by draw &g
2 m blood into.an EDTA.tubd and dilutl#g with 2 M Haline. This was then
carefully layered with-3 m ILSM (Lynph % e Separati Medi um Bi oneti cs)
‘and centrifuged at 800"'r.p.ré1 for 40 p§ es at roo enperature. A pipet
was used to collect the 50 cloudy ceniral |ayer contal ning the nonocytes
and Iyrrpdsomysms.neﬁwammuBrowmnmﬁwdw‘awme with 50 Hanks Bal anced 4s
Sal t Sol ut i on,Ratewers ningtéd intiayenpeURIYwithps hﬁ'@é@ommmlot wmsahndiosmsrolan@als The .
i ncubat ed atonf ererhaa%tee?%bwrﬂﬁfekhvww'@ﬂz ‘_E%ﬂ E%Cé‘"tf‘ﬁen
se

washed vi gd¥ ;ggg% av,eg 3ﬁ'br'rs'?f 'H@lpgr pratio ﬁﬂ le
nonocyt gy %aﬁd nigaéaat htgniﬁeﬁle saéﬁ ﬁfc@t y: cé:fén’vris%klb washed twice with  gg

Hanks Balanced Salt Solution, resuspended in 1640, FCS8 plaoed in multiwell dishes and incubated at
37°C in 5% carbon dioxide for 1.5 hours. The cells were then washed vigorously with media to remove
non-adherent cells. The remaining monocytes are re-fed media and L 1210 cells are added in an
Effector:Target ratio of 15:1. Following the procedure described in Example 13 the cells were pulsed
© g5 with *H-Tdr and counted with a scintillation.counter. . 55
Using this procedure, 1 .25 mg/kg of the compound of Example 1 resulted in an 80% inhibition of
DNA synthesis.

Vaccine Adjuvanticity—Hemagglutination Inhibition Test ]
Influenza virus interacts with red blood cells, causing agglutination. If anti-virus antibodies are



" i nt r acerwining pAitsper QQ25mlaf ]

.Effector: Target ratio of .15:1.: Foll ow ng the procedure descrl bed in Exanple
he' ceI |'s were pulsed 55 vmth 3H Tdr ‘and counted with a'sci ntillation
ter. . 55 Using-this procedure 1.25

© .. of 't he conpound of Exanpl e 1 resul ted i.n an 80%r@b|jorotg_uoggg)g DNA

SyntIesT STvacc e /-\Clj uvant | crty Herraggl Ut ma:tr on TNt bl t | on rest I niluenza.

f .ﬁml Vi rusv.-:. _

Vi [uks) int er. actgesru rl\4mst (teract 8% tma{‘on i %l{evi u
ant| g? 8bsen eof red md|c es (ﬁ ,_§ s gg ,.% Virus-re
cel | idi{&rRe @ indefontee remaﬁa s, che

absencaet. dyriée agg utination i'ndfcat es the presence of _
~antis vir usheaaitlch@ﬁbuaSs amb disiteglidosage tevel @redbrmuheed by disgmltion im®3 mbethariot.er , 5as

descr i foksaved by theadditiavof 0 rnﬂﬁm@e‘s%&nﬂé@m@tmﬁ“mh@ V@HN’% ty4paylntraliphl - The
‘test c{ﬁf G?R?sa;‘gt::(’g%’i %‘{%’é eto %f’g P d(ﬂ“ﬁ%‘%‘l ution in
0.3 m ﬂ?egdnvolume (?:n61irr fvﬁ'i)ie ri and the
resiy ti&l’ﬂﬂ?i h‘%m%f& e a| 4h9 éd?r'r’po éﬂt% ies)ig
Corr esfp anéﬁ% Gd iRjSctéd WIIPWE véHige ﬁamrf‘gfﬁlﬂbﬁ tﬁéﬁs ﬁﬂotﬂfdenﬂfy&ﬂvs Fl uogen
| nf | uesttaspr awxenﬂ%nmhﬁ)amw\alsmd tﬁﬂle)\gedaﬂ ammdnmmdscﬂammoﬁednofahee to obtain

250 C@hnmfogemitangm vitarwhich3hayl wersiniially immpuoisgd. e anOrals war wlgi byf intrgeendisgy  Fenal e

gui nePupst gaﬁ%{ Gﬁﬁt Fﬁaﬁlﬁé S&rg%ﬂqn %Wé‘ﬁ %’a’a[ﬁ’ ARG Ptegjated 01§ n1
of tthfw% agator H? ﬂ""ﬁgl 338 Werkstand soms #t AR (xlS*P'Fd A control

utlnatron test, as

-group 6" tgsw 5 0lofi Wo?élst%tt&atehg re¥ifolé %ﬁspgam St faGofslipgen but no
test qmpaga t.néEtah Iiete GlSpeRsedlin @FialRWbHEM HiluBEEIH 0.038 il WiunkdethtaMmididtier Wer e
chal | angie(Lidbyo Scidntific tranipany) Ne@iHagsen1Cam., typp 65MRO96DEONtdINind MOZH oS 00 1AMt | g
Wi t20 vﬂtpadhatemyfemma/s'pmvpala#lln; (PBSTommeinafdr) pHIT. Tird tastivisusgusnengibred by .
BP. was ﬁé%e_d_é?'ﬁé‘h ng“ iCAhIPHS s@'Wsﬁ"f‘ P%‘&iﬂ‘ o Serum

Rty e e D%m -

hengg) Qtddtdd3adk From noRsdl guides p)p igelwerRciudbB %4 ass s the- lé\)éﬂﬂh&dsb%fha . 25
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