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ind-'h•An lfld PGr1~ • ape~agmeela in nt•"• "9 dill theee 

in P•r'lal Mtil9nt at U. " ,.,bellllftta ,_ 'h9 deo... er 
"-'•• or la,._ in Anlllal liaehe11Utry9 Fsulty or DalryJRg1 

-.111a1 ~•r Ind Agelaul'"" or th• Kll!Uka .. tn •1.,. .. 1 ,, 

under 111 ._..,,ielM. "9111 lrllt ••l - ,,_. by Individual• • 

-11 • SM\iw,1 .. In ,._ P•••'418n er ,._ -.k hea been eul•• 
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ll!RRltT l!PI 

1p • ...-_...,. 1• • bialt111cal p11111- inVolving a 

,..... at ca s I••• div.tee .nd •.-.t...i •'8P9 lMdlng to U. 

111,,•r-"'latld' or a hl.Qhl1 apecJ.allnll cell, ,._ .,..-.... 

It. een•lat• or tw aaJar pRO-•.. 8p9111atacytllQ9ftUia "'1-h 

laad8 ta the ra..-1an or h•l•U apeltlatida rn. ~ •-rt• 
Ulrtaath a ••rle• •' •1\otia ..t t• •1atic dlri•~• _,.. 

8P••laQene•l• ~ lftwe1V9• the mt.-tphaala ot th9 ........ 

Ud9 Sitto the ........... Ttw ap1in1..w.,ezoa an _,_. nlaaud 

lnte the 1u 11n et the •ldldteraua W• lftd \nAltported. a.a 

t.o u. perladlc ......i or \he ge.-nu •p-lU.llol c•ll•, the 

•velu\1-1 ar tM •pen.\9Pftlo Hrl• .._ oftM aa.n '8nad • 

•pa .. 9'egen1G c,.,i.. n.. dwl'8'1an er thia a1al• b M llaye lft 

un, • da,e In llull, 41 def• ln I'• lfld 14 daye An rate. 

lp•11111,_,waJ.a l• oan\lalled by • ....._ .. or tston. 

"ul\ip11c ,._ tftd ONIAh ot Qll'Gaf' .. el=GUl'lnl pnn9'.Uy, 

llYring r1n' t.w llaye at\u lllnht ro ... ,111" or P••palllat la 

.net •pa••'lda •• knthlt \o • c.n\"1led by tut.-.nna. f'IM 

_.. LH "QUla'9 epe ... tllpft•1a 1ndlnotlye 

If.natl U. d'8Mv•ry ef P"9 1181Mllina lft ,._. 11•nt 

.. ., t1111atc haa ..... darte te •lualdan ._ir nl• "" t•al.• ....­

chlds.n. Jn 9al• .. pNdua,Unt -.-v .... llt\1• --

..... P.-t..i_.w - kn.,. t.o be P"•.n in al all, 1r 

11• .ii, ltlllly aell•• ••• p~ 9111.ndln P"dUC bft in b 
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... -.. •Ylll*- euch • ..__.., .. , btmly stw. tnrl t.t.n, 

v-.lttng,eto. The• •Y'IP'_. ewb.W. mt 8dalni9t•-*1- ot 

endo••ia ~ 1nt&py19tia d1UQ9 ... h • -..1rJ.n _.. ind- he­

-aln. ,. ... _. ttwy mt thnuth J.nttibitun or pl99"8Qi.tdln 

•1ft'h•J.a •d haw ,..,. "'"9•iatia err.eta. 

•tagm in •pe•ltatOIJ9ft981a .,,., ,.._ .. , nrw • b1Dlag.1.cal • en 

or 'h• volcala •t•Qll• •' ... ....-..-.1.. • clwtgm in stivlt-y 

•P--'......,••ia. Thua .,.lnlJ •- ar u.. t.ntk:ulo .ni,.- • 
'••Ill ... ' th9 e ·rf8at or P ... 1111 .. in '~ .. ap9 ~ JI' 

••'• ha• b n •auvht '• Ut tt\18 anveatlptl"'• Te chJ.-w thle 

o•al· ,.. arpptMahM ......... , ....... n_1,, .tlllnla\•atlaft ., 

••llQ9ftCIU8 "'al(.,. br •s-lv1ne u. .n'-1• or ·u. lll'ldog9n.,. 

.p-t.P#tdina by adlllnlat.-'1- ot Mpi•in 9'd &nd-t.hlloln. 
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le lg!IEM pr L J!liRATll!E 

••• IPCIMTDIEIES!I 

T .. cc pl•• PMD••• ot ape .. at:a.-wia tel&llte in U. 

pndue,ian at.,. ... , ..... The earlt•at ab••natlane w deflft-

1"1 •' oeltain .-J.1ta\ive •.-ievs.cal panmt•.. nlatino ta 

ral .,._.. 

h.,. men ua..s rq •\udrifto 't. cell klnetlca or • ..-ageneau • 

.ntltatln hlftoJ.091.cal '•""'_..or Lebl.., IStd cie .... ,h) 

... b•• an the ctevalop•znt at ttw •na•ic •,.U. of t._ 
ap..-t.ld• tfld arr111ated 'NMiti... 1'haa9 •' ~- .._. 

GS.Ml (2) trld 08"••' (J) .. ,. ....... 9' the •tpho.lag1Cal 

ch• • or th• ....... 1.1. 

c.u d1tt ... 9",l8'11ft duwlnQ .... ,oglft•i• in ........ 

tteM .nalyelld in ' ..- or , .... tan ot ..-1r.1c '•lk•I' • •• ,.... 

"-'r ot hll• ... ,.. • .,.. t•1r vulat.1 ... dul'inl •pe-tag.n•la 

haw .... Nlfl (.t.a). 

The •tlvitir .r hJalu.-.J.d- •~1ng \h9 he""1M -.11nmri.t 

ceu dl''•""''•un ot ,... eplU.11..- 1n nta t••u 
ha• ....,. ... Md <'>· The .n1v1, .... ""*'-' ·• unw t• 

Mlla,eet._,8'_. ,,... '' 
id 1n9 - la a•~"l8'ed lld.'h r:.~we•­

..__.. ... IRW~-. 
The lvl y ~ _._ 

" l _, .... llllMIM&a (I). The 

ctet tlllt CS\ly in 

'"''' ., thl• 
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..... wed in laft• •t 11:8' ,., .. d•Y9 at agm ( '3) • It snc.8Md 

with ,,_ ronau. or _ ... taQanle .,... •.-nat•1'-•• bea­

.... a.. at 21 cta;a Ind t.nan caecn..- rapidlr wlth the ,_..,.._ 

•t 11p9-.t1d. /A -Gal•'•id- 9Ct1v1ty •• h1oh .,. dey taur 

...... ..11 "'al' cell• ... Q9'0l:Y'• ...,,.... pdldMnt in u. 

•ldnlr nu9 tullUl•. With the 8PP41Q.rte• at ••1t1a'°9G"ia .ntl 

., • ._. acy\•• U. .at.ivlty 1'9duo«I. 

ll'•'Unt or ttie •rsahal ical chan • or the 99111 nuclei 

h .. b.-n ue.o .. • 91\had for atudyin c•ll ldnetioa or• 

11 .... i• (213). lut .. t Wt•tlMt or t d1v1-hn ia not al yo 

Ute ld1netJ.ca. H•ava;r 1 .,. .ativlty at nucl l kn a lie 

.. eocinecl td.th ,.,_ ... tapn le 1• ttw repllcati.n or D ('4). n. 
nu of ·~-1• et DllA in •Olldic aell• ( stali alla !ncludad) 

'8 1•• ea a..... to tMt Sn epe.-\olJtStiee 1n a recmnt •tudy(•) 

the inoeq1oratld"t or 3tt..thJtlld1ne ill uatlcular O ..- UMd • _. 

.,.... er •P11-.t11Q11M•l• in guin••pl... Th• incepaa\ilft 

1nc .. -d al .. \ llM•rly uPto •-' 24 hl9 art•r "'' ardhc 

iftJH'J.an• of 3K.\hylddinae 

''''1• ahlnl•t if f/ltl/• 

b ... llgftla•d ,. y ,.... (, ,,,) 

.... dtllat' (11, 11) .... "" th9 --"' l• ~!2411 int 

'ivllr er,....,. 
M lbft9d t.hft he lftl .... ICOl le ., 

I' (lo , 

' .-u..ai 
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mgl _ dine ori91~"'•11;.,. '' t 

p to11.~LUU 

l#Mt ( , 

... • .., (21 ) id•nU , 1 chr• toor 1celly ttw 

P • ot PGC1' . 2• PGt3• r 1ot _.., Per 2cc:'. ln al 

pl.. • In ellddi t WI to t 19-hydro>cy derlv iv of t.ha 

n tu . pnet. l.ndine • alao deteetad, th can t r tlon er 

ioh tau t i higher th that ot PGt
1 

ca.pcMld .(21 • 

t d PG 
1

, PGE
2

, PGF1~ PGr2 o( , PGl
1 

.... 

PG 2 1ft et* tea\aa • 

ynttwa1a ar Pl'oatmgl•ncUne rram their tatty cld .,.... 

-cu•eae .la undll• the C<l'taGl or Pl"09t l"'d1n ayn t.. t th9 

ect1v1\ 'I or ..Uch h a been de.an• rated 1" a 1 r or 

o .,. in .sdl tian ta teatef. 

• 

Aapltln, ind-th.:1n tnd at r .,.t1pyntic 9'\d .,.alguic 

dtul• inhibit pr•t-al.ncti n aynth.t-. Thi• h .. -.n pr 

beycnl ddt bf a ..W. v r1at.y olf exp rimnta 1n variala 

,, • ., .. HtttJAMMn Ind JA&a.• '•nl ••al.&• (21> • 

The e 



lntualan ar ind~ in r .W.tad .In CGllPl te inhibition ot 

pn•t11Ql.nct1n pndUct.1-. Aapi ri.n •• 1 .. pat.nt "' inhibitor 

th.. J.nd...th.cln. .la11 • lfthlb1t1an at PC aynt~ .. 1• _. alao 

tlbeewad by at.t.r wadc•M (29-H) • 

(!US 

no corN1at1d' ._t the proatagl.nclln cantenct or the .. m.nal 

tluld Md the nullb•r and 11Gti11ty or •pa--tozoa. ditlan or 
PGt

1 
ta •penm did not artect th•u mtili\y ar •tlbaU.a• (22). 

M .. ver. the ..... t or PG ha• b•n COl'Nlat .,1th Ml• infttrti.-

-11ty (3? ). ~ ... ••llPl • ar ~ 1n intertll• -.rlmige• cantained 

leaa proatagl.nctina . .. COlllP•red "1t.h • .....,. tr• _,. Id.th 

iecantly p&"Own tertUlty. The etract. ot •Ggenaue pr9tmgl•ncUll• 

mt ape.1'11at0g9ne•1• hlla 11.-n 19wal•d in rec t atudiea. PralanQ9d 

daily adldn1atrat1on or PGE2 or PGF2 o( ta al• rllbblt• did net 

att•c' th91r tertllity {la). T 41allt.y at ....,,. the pe~ 

p ttein or rmdia.ctlve ap se C11ll• in lw •Jaculat• lndlcat.ttd 

that PGE2 .rwJ PGFlc( c... . •ueaa ., 2 d•Y9 in the interval 

r.- ttw ift,Jeo\19' or 3K.thylddina t.o ttw arrival ot l.a.lad 

ape .. at•••• tt.ra aa..<s1) Md lat ran sehall ~ ttar.C.o) 

" wted "' ifta..... 1n ap cano.nt I.an an tre 

-•n ar bull• ...__,. PCiF Jo< pe1 t t ej ·inai 

rr t.tllt •1 1r1c.n ly nor 



I 

S.ver.i hlnaJ.ogic.i, hiatach9ail:al .nd ultnatNGtural 

•tudia• have It~ od'dueted J.n nc_.t yeu• "'lch h•• pift­

-1tainted t._ atepa J.n •p•~t.....-•1• "11ch .. re attected bf 

pnelagl--1na. lnhibitian or •p•r11atogan .. la ... di•l'Uptlan ., 

••111n1t•r.,. 'ubul•• an prolCIRQlld eubcut.,.aue m inlatratlan at 

PGE;
1 

Ind PG£
1 

ln rate _. reported (41). Ttw epididytlla r 

int 

A dee .. wae alaa ab•rvwd in _,al 

•D•• aory ... Q1*1d , bload taataterana 1 

-vat1an are canvar to h 

11 •• 

• • .._ level• 9' bllat•ral 

1Qht•. pl•• t• t 

injltctid' ot P 

... abtalned. 

hadac ••in 
Thi inhibl a... •• dur 

, d 
2 

• p' 

' 2 ol _. • pat t In inhibitor thin 

-pathal lcal u n lan va 

•pid , .. or 
p 

• 

cell• 1n he ••lli.n1 

•• a d II 

'zot • 

" " 

t 

or 

1 



' 
lldldniatratian ar prciat-olandi.n •~he\- inhibit , • pirin 

.nd indameth.cln haa al•• .._n ane at th approehma. The • rr 

at •pirin an the tertlli\y - 1nVPtl9atad by Caned9lla and 

Crtatth-1 C.1). Ad111nl8tr tian r .-pirin incr .. ed rutillty 

in •&ca initially .)udolld • aub,.rtila. pirin praduced a 

19ductlan in ••inal tluid in .dult llal• rate (d). Tt• ccnaUt y 

or th• •llllinal '1u1d ... thldcar. Aapirin Std lndo..thsln 

•• in thtl num.r ar atep ? • 

hawClv•r1 not atrectad (.a). 

t. • Teaticul r ""ioht --. 
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J. MTt R 18,1 AM> !!£T!t!pl 

s.1.1 Chg Apela • 

tt,alu.-ic ac1d• p.nit._fCIPhMyl- P -D-tal-'•S. • P­

nit.......,i..N--'11• fl -D-tlUC01-1nide, u~ldan-5 '-d._._• 
pheta • ...,.•U.-S'...-apheeph-'8 Mhlch .-re Ma•d .. _,.. 

eta9'n '•~ tt. .... , et hyaluranld••• {' -caalac,•1d-• ~ 

_,,i- f> -tJ.uct•amin!d••• urldln• diphaaphat- .,. 1 '­

nuel•nid_, ... p11e\l•l1 .. " ab\ained r~ Sigaa Ctwalcel 

c ... .,.,, "la..,rl, u.s.A. p.Mltr_,_,1 .....,...-. UMd • ... 

-a\n\• rw •id ph99phat- .... hem Pa\•1 Cheat lna~itute, 

.... Delhi. -.,1.!n Md indom\hmln U89d ,_ t• --- .... 

rnm "'9• Cttllldoel c .... .,.,, "1a..,a1, u.s.A., .- PQ'•oe 
c, ... ,h..,.. .. 1,> al•• ...... ,. '"a\Mn' ... 11" , .. · .._ 
Upjclhn C...,"'J• UeleA• °'M~ cheldcala ...... •• or "'alyt.SDal ...... 
J.t.a ••r·'• 

•a ..... .... .. 
i.1.t x-.s& 

9'd8 dltiM NU ,, .,. SJ.If WI -ithin 11 

e I ........ ~lu '' Sa • • 



,, 

• "-' ....,. ~ _.r un1ra111 atmdit.1-9 '• -..t • da,e 

...,.Uto "'1Ch ti. theJ Mltr9 1lwn -.. llilke nt ,_.. ,.u.t• 

.... --· •.ua. 
The '•-'-'' ... r1all •' 1S daye _. ch .. •n aa • te •\Ulty 

t.he11 erra.\ .... allllPl•'- •pelll8'1119Nc c,.i.. 

Ge.,.. l nnelatinQ at 5 8ft111al• Jtleeived ••1t11"in 3'ID Ilg/kg 

•r wt.Int \h..,.... -trJa ~atlan tRctt a day. GMup 11 

(I l'.ta) .... 1.wu Jnd..thaaift S i1W'k1 .... y wlt/nt \hftlllh -

trJ.11 1n'ub9t1an ..._ • day. The Ill •~ (I r.ta) Mcwd • 

o•,1111 ... _. na..Uy f'ad. G...., IV (s r8'a) - -.W.la\a.­

PGr 1 o( (tnmt-.an. •alt.) s ~' bady Mt/rat intnparlt. .. .Ur · 

lll•aalwll An .....i •aliM .,.. a dar• TM Gnup v (4 9''-l•> 
•rwd • an\Nl ..., l901t1V.d nar-1 •dine Snt._r1\ .. auy. 

TM '••.._'- -.. aurlell .,t t• 15 ....,.. 

an u. ,.,h .. ., ,,.. eau ...... ,..,... .,. ams! r ..... ,,., ... , 
\. . ... 

lll•d· TM .... •• •ab.Se •t.eipped •' U. lea dbuQinea 

-.t ahUlM •Ulclr 11ri•1 '• _.igh&ng. TM .,.SIUd,.la - al•• 
'•••d , ... ,.. .. ... _ ,ia.. 8nd •llhed. 

Ttte "'11• '9a • _... WWI 1 d in 1oe-o d a. 

u left ha to w/v > 11'\alnlnl a. T 11,.. x..100 ift a 

,, .......... ,..., ,, ,,... fl .... 1•· .. '"• ........... .. .aaa ,.,... , 0 llin 



, . 
........ .. U•d ,_ Mz-,- .-aay .. Ute ..Uet - med ,_ 

.. \1-ti .. at DIA _,... RU. 

s.2.s E'ft'Y" .,.., 

Tu p....-rty to hydnlrza p-nltr.-nyl pheapha'8 .-

u_.. for ttw -Y fl \hi• .nz~. Th• ••Y 11ywtaa cane1tin of 

o.a Id ., ..... -s,. p.nlt ..... ,1 ~t· in o.as " citrata 

"""•r (pH •.a>, 0.11 111 at the ._. burt.r o.m Ill r 

•·-1• .... ~•Ud at s419t ror JO aJn. Th a-. 1an .,.. u~ 

N&ato
3

• The !nhMlty or 

•W\•u cel•._..r u•ing b!M9 rut••· ~. enar- "'lt w.a 

•rifted .. \.h9 _..,. llhich cdUJZU \he •1•- or , ot 

...,.,,_.el 1n JO 11Jn at sr9t. 

Tt. -'1"''' or tlw •a~ _. • .,~ bJ the rate at 

•le•• or ,_ a. .. trl-vluc•allln• tim hralure1tla sld .S.\h 

a .... ltiaat.l• r U. •thad et Rhadea a&-C.I). TM .. .., 

.,.-.. o..-'8&n.I (a) 0.20 al or 2 .,Ill hyalurmtlc aw ln 

a. ft cl 18'9 ..,,,. .. pH •·•• c .. ,alftiftQ 0.1 Ill or -.c1,(la) 

a.,a 111 or u. ·- ..,,,.... ... <ca> a.10 111 ., •811Pl•· Thu 

llbttl .. _. ll11ulla\ad a\ n9t rel' 311 •In• Th• re tllln 

• ••• a., a.aa 111 ar a.11 " ,.._•iu• '8\ ...... _.. '" 1.1, 



1J 

lle'8•'9 11.11..• Clo). 1.0 111. ., dJ.mthyumn• '*'••l•'lhJd9 

aalutl.n ho 1• at dimthyl.-ino bMaaldeh,cle - diaeolwct 1n 

• llixturm or 31.1 Ill ol•id .atla •111 .,.. 12.I Ill et 10 • 

HCl, dllu\tld 1tl wl\h CJl•lel acetic ecld ,Juat pr!.ar to UM) 

- ... d 9"d inauba\•d at J'fc r-. 20 llin. The int.natty of 

thm colaur de•l•• •• ••t.1-tlld in Klett.- _".., photo-

dati.Md ••the .-unt ar enz,.. "9J.ah catalp .. tha pnduct.lan 

,., 1_)' ml• or M-81:fty.\.olUCG9-1tle in 30 •in at 31°t. 

The •nzr- wa _,ell a., • ...,lrScatid' of ttfa •"-I 

or H ... 1 •d ...._. (11) Jn a 1t1•\ltfl ••U.ua c.-Ut1ng •' 

(a) 1_.0 Ill •' 1.1 a •• ,,. #fP in De• " Triit-11:1 -.rr.r pM , .. 

••'atn1n1 s.1 • 10·2- Rlt1t• (b) a ..a Ill er ,._ ·- butftlr 

.... (a) 0.20 .,. ., tt• ... ,., .. ~a'ed at J'r°t ,_ 11 ldft. 

"'"' .-:•1-al ••lnl '"' •k - th• - --.. in. --=t1-

..... at...,.d llr t.tw ••11'1.. or .n • 4"81 ve.lu•• (2 .a tl1) ., 10 

TCA Mlutlan. A"8e cllfttw1f\lg•ti9'1 ln•ll .. lD ph•phONa 

vaiu- •• ..,. '• 2.0 Ill Mith dl tilled •'•r. 2.0 Ill or 
r .. ehlr P"Pued ueeaie •id "•"' <.tx .. voiu- at I I 

Ible id eelutlmt ~ lllJC U) _. ......... •ft•r o .... t.ne 

"'"' ,. •• ru n1 111t11ft • ., T"t , 
h • n.. Int el ' r 



,. 
IJ m1raan ph8'eel9c\-1ric eela1r1•t•r .. 111, • red rut.er. tnz,.. 

un.I.\ - •rJnlld •• ttw ,_,,t at ··~- "'1.ch ca\elyue \tw 

•1••• ar 1)' mle ar SIMl19.nia phmphaNe (Pl) In • tdn 8' 

14r9c. 

The -'1v1ty ar the en•r- _. de\erained by tha mdltJ,. 

-cati .. or the •\had er tanahia (13). 0.1 Ill ot I • ,o-3-. 
•olutian .r p.ni,reptwnyl-1-.-tyl..- /3 -8-CJ1uc•-1n1de in 0.1 .. 

clt•llt• taurr. .. , "" •.a we Jncubatad -1th 0.20 Ill er enaym 
ptttparat19' 9' n'9t tor SO ldn. s.o Ill at 0.2 fl •edlu• hydraid9 

.... add8d \a •'• Mw ,..,1... The calaur deVlllapad - ..... In 

• Klett-SU_ .. ._ phot•l.ectric caJ.•1-t•r uetnt a blue ruur. 

tnzym unit .a d9tinlld a the ..aunt -"lctt ca\alyna the nl•­

or 1 )' mi. or P-ftltnptwtal in so .sn at S'70c. 

s.1.s.1. Ii. .s.1m•"'•' 
A mc11ru.-1dt or th• •U.ad "'L .... ••11 <M> .- .,._. 

,_th•_, et P -1al•t•1d••• The ••ey a19'81t c.-tainMI 

a.10 111 er I • .-J,a a.i.Ri9t or ,..nlt•esltenr1'- fo ~t•&dll 
lft o. 1 " ol'M• burr••• pH 3.1 .., 0.20 Ill or tlw llftzr- p .... 

•pud1an. The ldM,u ............ , ... ·• s..-C , •• 30 tdn. l .. 

.. .-1an •• \elllin9'1ld llf ....Un 1.0 Ill er o.i N • s.. h,.tro-

-aw.. ~li'• ..... -1 .. i. .............. Jn Kl.9'1- -" 

... ,,..... •• '918 -Ylft ., .,. "'1ah ••bl,. ' "18•• ., 
'J' Ml•., 



UDP .. • .tlvl'' _. •••r-d by _.ltlcatl_. ot t.ba •tbtld 

--•lblld bf X... R Tulkinl)\M (11) by UMI •tU.tldl ar , .. 

lnall .. lc ~ Nla.U by ~tia hydl'al,.19 ef \DPe 

Thtt atSidQll • .., ayatea cantainad o.t0 Ill or 0.21 Ilg/al 

aolut.1_,. or &llP Jn O.GI ft Tl'1 .. tcl burr.w. pH 'leD c9MaiftinQ .0 

U -.1d ar ¥1! _,.d 0.10 Ill af the -..Pl•• Th9 •.bi\U_ltl Wl9 

.......... s?"c ,_ 30 llln, after "'1ch \ha re.ti.. ... bl'd-

n.tad by the llddlU-' or o.so Ill or ice.cllld '"" TCA. Artes 

c•ts1tuoatlm, .1.n81pnlc ph09phlnua •• •at.1•tacl in t aupe.­

-•.m by,._ •thad it Chmt .A&-(12) • dnc•U.d •ulial' 

ualng a.2 Ill et ,._ 1tUp•lft•t.it. tnsy.e ..-1t _. cter1nec1 • 

• .,,..... "' 311 .,. • 3?9c. 

1.1 ... '"e•11M• '' e=1111; •id mw\ 

... , •• •Id .... , - p .. p ..... -··1n , ......... 
er ..... a.. (U). Ttw 11811at. lll'aiftad "' a.n\1l"'9all.ln et 

-'icu1•• hr?tgllftab ... .......... d Ut 2.0 .i ., a.. " ...... 
eelutl • I.I .i •' aeld 1rd TCA .... tlld•d r.u.,... 11y ws.. 

•futd'-"• T ..... 118' _. .-twd - ... ..,_,h I Ill el eald 

10• 1CA Md __ .... llr 

'wi89 "''" 1.a 111. •' • ......., .. d • 



... ,.1,ug8'191. The tinU eedJ.mnt .... pm ... 111 1.0 Id 

er ·- TCA1 h9ated at m9c fft 15 min ..S.\h •1Gnal •tirriftVt 

• 

dJptwnyl.urt• .. .n.1-. D'9 111 or t.tw at~t. a.a 111 of 

... nhl••Je •idt 1.IO lal or I TU .. 2.50 Ill or djpt9"yl•'­

te••n• h.a om or •'-• d1at111ect dlptwnJl..U. U.-1wd Jft 

1GD Ill •' 19du•U.1• 1l•lal ..ts.: sld tolleued t., 1.s Ill ot 

C9'GefttS9\9ti ~le •id ... ldJc1ltV) -19 •lllllld d ha-- ift 

bo11lnQ -'• ba\h t•r 10 a&n. The intmnai\y or celtall' d9wli 

_. .... an Kln.t-s. t anan phot•l•tr1c caln1-ter -~ • 

1.-n r11uw. 

IU _. •~\imatad llf a •1ticatl- or U'8 •thld er 

a.itMllMI lftd C.•iR'' (H). Te ~.o Ill •' u. atnat 2.0 Ill . 
er lll8'Wm •• .,.. 2.0 Ill ar ~ .. ....- (1 .. "' -'-

nal lftd Gel .. r.t13 an dla.Uwd Sn o 

_. '• 1DD Ill "1th aw. ~l) .-n -*illd. The alx\uJ9 

.... ) . 



,, 

Ta 1.0 111 .r .......... Jn u. KJaldmhl n..ac 1.0 o• ~!um 

..i,...., 0.1 111 Cllpji•r .,lp,._. .,. 2 Ill of canc8fttrated 

8Ulphuir1c •id _... 9ddede Ttw Cd\ttlftta -" dJA}uted tol' 

.,rrSc1ent ,,__ UU the "'°1• lllxtu" bee- c:leu. Th1a 

dlgeet.ad •t.rial _. th'" tr.narened te a mlcro-k.J9ldtlhl 

di•,Ula\isl ••--lr• The diQlleticst r1.- wa• .-h9d tttlu ar 

'"•'- ta tr.,..rer u. re•t or \he dive&ted •••~lal. 15.0 Ill 

er I NaDH •• 8ddld .,d \M canunta belled. Ttwm a aniutl 

pltMluced _. llbaotb9d 1n 10 al ar Ilario •id c: .. taJ.ntnv 

IWclld indloator (2 d•pe). Ab-.\ •o..&O Ill or te. di.lltUlate 

.... collected .m \itetlted -1th a.on • Ht1. 
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•• .. II.Tl All> D!!CuPIQI 

Rate nnct..ir ••lln• to ditta••t ormpe lftd t••""' 
..At.h •P1rin9 lnd1uths1n Ind PGr2 o( (t.~th.mne •alt.) ror 

11 dap .... ..._•..-nt.ly ••rirlc.t .nd •lk•r ..zyme 1n t.htt 

'Rt••• .... •tud&8d. Ttw enzr- •..,..S •a •id phasph•t-, 

byalunnid-• I '-nucl•otw-. P, -tal•t•ld-· ._.-t,i.-

A-L11ua•amnid•• .,.. ~. Ottwr parwte• •tudl8d •• 

DNA. RNA Ind total nlt.regen oantlft or teat.ea and Hdy .. ipt, 

t•t•• ...-1Qht. .nd -1.Qht or t.tw -..1.1Udyala. 

••1 ICl>J MD 9Q OBqM M51QHTS 

W.llla bodJ .. 1111ta lftd .. ilhta el the U.tee lftd epidt.-

.. pia •• r...-ct. The .-..it.a abtainad ... daUne.Ud in 

Table 1• The inc .. - in bady .. lght. ........... to be l•a Sit 

•-of •p1r&n "9d ... An ~U..An ... PGflO( '"ahd 

.... "" thia d1rr..-- in snc .. _ in Mlly •leht. _. 

etetu,ill.Uy ,.._a11n1ru1M. , .... eHUlta ... s.n ant.r~ 

-dict.1., t.o ,.._ er Tu .. , ~) Md Daly (lo) • aba•rwd • 

' .._ .. _ An bmr ... ith, • ... ,._., •' -..1, •• ral• "1th 

llG'ao< • 

A dee•- in '8at.M •ldtt ........ rwd in nta 

t.•8'8d MIU. J.fllltme't~llft lftd PGrll( • 1'ha .. 
n.,.. • Aatabill • r • antlMllll 

inD• - '"' \hi.a 
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1 n •• u .. lfta-1tn1tic.nt atat.1.tloally. The• seeul 

Id with t"-9 or Oaly(ao), TuzneyC«>. • 

1) ll'd Laa (11) in nta .r1d mmt t.2.0) In "-'8n 

- .-· .. A..&.(62), tt1_....r. tallad te •rw .ny ett t 



The ieeult• in T-.1• 2 •how U. ~ivl\' at hyalur .. 

nld- :ln u. rat teat• •' dlrt•nnt ,,..... Aapuin and 

4!ft1d- t~ u. • .,_,"1•• Ttw dtlcre- in stivlty -

•ta\1atJ.oallr n~1vn1ruant. PG'zo<. , an the att.r hand, 

o••lld· a a1.gnlt1c•t (P /. .01) dea ..... 1n ttw mtivlty. 

21 

Fram thia c.,.. :ln •tlvi'r it appeue that P&r2-( a .... • • 

.. due\lon in tM nullbttl' af' .-Use aperlldid• .,.. ape111atoaaa 

aa thia _,zym la pett•ant 1n the •rGa-.1 c• ot ttw devel .. 

-lnQ •P•lllatid• Md •p•r•• lnd ... th.ain treataant h• "' 

inhibitory .,,_, an hyalu1G1id•• aatlv1ty (13) in 911d1tt. 

to 't• inhlbltian af' pna\81Jlandin •~t- .nay. •yatea. 

TM dllc:re- in .Uvlty or e.ticular hJalu~id-• in !ndo­

..thsin tnatlld rat• .. , ta due to \1\19 err.et. AapirJn, lt 

........ al• ..... •iall•• .,,., • 

...,,,."' .- lnd th•in ... PG'aoe ......... .,. ...,_ 

•''"'''• The dee"- predl1at1d _. et8'la i.c.Uy 1Mll"1rt.-

.,, ., ..... 
,.... .. "' 1.MAIJ'irt.a t Inc in 



n 

ena,_ (Table z). The pattem ot va•lat1an .or st1v1\y ot 

\hie Ma19 (M) •utlJ9•tltd th•' •p1wJn Std lndam\h•in 

•1'he• J.nhiblti •permetoaen••le .t the •p•natoganla •• • 

te.y •t.1-1.ttl •per1111tao-n••l• .. e1thff ca• ..auld 19aalt in 

• decn- Jn the et1vitr ar the ... .,.. • Per 2 II( •S-•19 ,. 

lnhlblt aper11a\ag911•1a bf blackinQ the dltvela;.a nt or tun 

•s-.-.tana due t.o th• fact th t tn. .ativity or the 9"2yM 1a 

hlgh in the pn•tura •bQe• or •s-... t.geneata. 

The d.ta &.n T8ble 2 •how that tt. m\1w1ty of f-oale­

c,•ld- .... low in o .. • ot rate t•at.d wlth • inn "'d 

ind--'h•in _,.,, CClllP•.- MS.th cantraia. Tt. dttfe .... wia 

,...,.. ta be nan-elgn1fic.nt. PGr20( t• la IM M 

ine10n1f J.c.nt lno..._ in U. et.lvity. MoMllW•• •l 

.-..1. • tM .-1v1ty al tt. •z,m 1• hi 

•11•· lpll'ift Ind J.nd...t "' act 1ft "' .-no-w ... JI~ 

1 Jn 

l 



Tllllda 2. C,,.._. or .-pirJn• lndwthmsJn ... PGr2~ .. U. ..tlvltJ 
.. r •z,_. Jn nt taetee 

1t-

•• 

"ralu.-.id-

o.nnm 
~ . ..,, .. 

1Q.11?M 
.-.mJMI 

o.1111" 
• 01111a 

0 
a.01 

1 9-"-'l•.tj,.. ..... ,i,.p .... D-Ciluc•..t-
d-

1t1c Aatlwt'r 

1 ... .,. a.1214'8 
$J.J01"131 .-.oJ•• 

1 ..... 0.2939 
•• ,4134'1 ~-0113112 

1.11• ..... 
JP.OftM7 jp.ml217 

,~ o.20i91 
~ ..... ~.0*30 

t.0183 a • ..., ..... ;d.GIU71 

,&.G.ist .. 
•Id-

a.amaa 
,!P.OUI .. 

0.a7111 •. ..,,. 
D.O'lmD 
~.aa.tt:S 

a.oe1:s 
~.002U2 

o.OMIS 
•• 006..S 

Uridt... 
Diptlmph• 
t-

1eM71 
£0.1112 

1 ... 
!,lle109t3 

,.,. 
,.a.MIO 

,., .. 
;!P.1210 

1.22111 
~.Olll 

N .. 



8"11 'Mn lewla GU\ "1th ttw 8PPeartflC• et ~ ....... 

PGr1.( tseat.-t 1nc .. a•d the .at1v1'y at the .nzym ~-­

•t1n1 that the t111etllan\ •r 1nduc• .n lnon- ift the ,.....~ 

or ..,.,.aUd• mtd ..-... toaytee ~'" b1Qh enzym .:t1v1ty. 

Fr• \he ~t• tn Tel• 3 lt 1• evident t"9t DflA 

content 1n the t.etlt• ar nta '"-'ed with •pirift .nd lndo-

tha:ln ... •1an1rs.c.ntly low (PL 0.05). PGr2,( in ·cef'tna\ 

'"""• ad thll o A cewtttlftt ar thli '8ata• thaugh nat •lgnlt~ 

o.ntly. Th rate ar a,nU.••111 cir DIA in ape•abc)an1a being 

•re th"' in ath • cell• (15) a change in the canc.,tratian at 

DNA 1n tut• ia ••P9Gt•d to M~leot -' V. ape-.a\apn.•la. 

'~• 1,., O " cal109"teat19' ln ca• or -1rln .,_. Jnd.-th.,in 

it •Y b• pltldlcted the ,....I' or call• Id.th low DNA c"'t.nt 

.-n pnd•inent. In PQ' IP<, ... ., •••• the lnc..-llCt A 

eu _.tad .n inD111a• in '"- nutlbaw r ape ... tOIGftlae apertlat,o­

cyta .nd apanatid•. 

ANA con en' ilt ttw '••tn ar t.tw rau or all nupa .... 

de. 1111ned. Tt. dat.a An Ta&>l• S lndicat th•' all three '"•~ 

-mftU pnduDed In Ina Qnit1o.nt Ina - ln ft GMtan t U. 

t•9'••• The lba•sv !ane t• PGF1 t( t•atlld 11"1 • cor•l ad 

-' h iha Snc"•ecl D aan'-"8 in la MUP • hith R a-. 

0 ,., .... , 

,,_ lner• •d tlllhdee . ..... DN 



e--=entrat1.. in ·- or .... 1r1n .,... iad-'tt.Din t••• 
llGUP'I camn .._ _..,..,.d rar "' tM llfltt at the s-••-* 

•••evatlana • 

... Tpte& !4t=en 

• 

The abM"'atlane in Table S indicate that ttw tobl 

nlt~ 1n the tn\Sculu h..._....te or tnat.8d w.ta •• nat 

•1en1r1c-Uy dl ,, • .,,, '"• theme or the cant.rob. PGr Z« 

tdatmn\ inc-...ct the t.caal nlt1G1M ~h toll... rrm te. 

..... , at c•ll• with hipr A, R 9'td hence total nit~Olllft• 
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le !p!W!J All CMQ.YllQ! 

•• An 8\tellp\ _. _. in thia inwe•t1Qati.t to •tudy t .. 

etteot ot ..,.u1n, ind--"'•"' ..s PCit lee"' epena\OQ91 ... 1• in 

rate. Th• P•r-t.•n et.udue .. .,. body .. 19ht, bet•• •1Qht 

.,,d ep1d1dy111a •1Qht, IMA, RNA 8'1d total n1troget1 aantlft\a flf 

t .. te•t••• 5- •Iker enzyme lik• 8Cid phoaphat_, hyalur .. 

-n1d••• I '-nucl•aU.d_, fl -tal8at•1d_., L.-tyl- f> ~ 
oluc••inid•• "'d d.dine diphoaphat•• or the t•tn •n al•o 

... l••• in indom\Mcin .,.. PGr2a< treated r.U, Ind •liohUy 

mo In thOll• t•at•d lllt.h aap1rin. lndmeth9cin Md uplrin 

s. Aap11'1n '"-'-"' ....W.'ed an a d•re- in te. mtlvi­

t1• or all ,., • ..,., •• •ludied. The dease- .... •1Qn1 tla.nt 

onlr in .cld phaaphat .. • .at.1v1t.y. 

-lar etreat. an the .ct.ivlt.y or all t.he .nz,.... 'lo<'. ,,.., .. 

rab • ., ... d • •1W'1r1clM "'° 1n .cw ...-phat , a •l ii-



• 
•• PGF I ot '"-'_,.\ "8ulted 1n .n inere- 1n DNA .• .._.,._ 

-'r•''-' titl\h a ....... .,..cung 1ncre- 1n RNA .m tatal 

nltno-n cant.n' ar 'he t.•t••• Such a •,nchnnr .... na 

•hined "1th .-Pll"in - lnd~in t•a\-*•· 8.th the 

t.•at.Mt• SRadlla9d a •1•lf1Dent d9ore- in l*A. ~ lneqns,.. 

-rtamnt. inc...- 1n RNA .-d tat.al nltneen Sn a•• or ._1 .. sn 

.nd .. incre•• 1n RNA, .nd a dee ..... 1n tO\al nltngmn 1" •­
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