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May 3 1,2002 

Dockets Management Branch 
HFA-305 
Food and Drug Administration 
5630 Fishers Lane 
Rockville, MD 20857 

Citizen Petition 

Dear Sir or Madam: 

Women First HealthCare, Inc.(WFHC) hereby submits an amendment to the March 25, 
2002 petition, in triplicate, pursuant to section 505(j)(2)(C) of the Federal Food Drug and 
Cosmetic Act (FD&C Act) and in accordance with 21 CFR 10.20 and 10.30 requesting 
the Commissioner of Food and Drugs determine that an Abbreviated New Drug 
Application (ANDA) may be submitted for 1.2 mg estropipate (1.2 mg sodium estrone 
sulfate) tablets. This amendment provides a copy of the labeling for the reference drug, 
Ogen (estropipate tablets, USP). 

Doranne Frano 
Director, Regulatory Affairs 
Women First HealthCare 
12220 El Camino Real 
San Diego, CA 92130 

Phone: 858-509-3836 
Fax: 858-509-1402 

Attachments: Reference Drug Labeling 
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estropip~t~!.tab~e~,,,U~P 

cancer later in life; male offspring have an incr&ed 
‘tisk-of tro~~~itd-l’~b~~~m~~ities and possibly testicular 

O,@EPI- tastropipaCe,-0~bleOs); (formerly piperazine estrone 
s&&e), ie%&&urtil estrogenic substance prbpa&&$ from 
ptui&d cry&&i& &&one, solubilized as the stiH&e and 
st&Mzed with piperazine. It is a&reciabIy solubIe in water 
and’ Iha* almost no odor or taste+properties which are ide- 
&y suited for oral administration. The amount of pipera- 

, gin%, &I OGEN ?s not sufficient to exert a pharmacological 
ant$ea, Its addition ensures solubility, stability, and’uniform 
pot&myof the estrone sulfate. Chemically estropipate, mo- 
lee&r weight:& 436%6, is represented by estra-ljg,3(16)- 
t&m~I~-one,3-(&ulfooxy)-, compound with piperazihe (1:l). 
‘&s structural formula may be represented as fo$vs: 

Qi,~~~“,is,,a~~lable.,.as, tablets .fo~,oral..administ~atioa.c~- 

&@r~ctp;risti~ By ia: direct ,action, they.-cause. grow&‘&and 
development of~~the!ut~z~s.,,.~a~lepi~~~~bes; and vagipa. 
With other hormones, such as pituitary hormones ,a& pro+ 
gesterene, they: cause enlargement, ofi the lbreasta, through 
pt?omotianof jductal&J$rwth~ stiromal.i~e~~elo~~~n~, and ithe 
a,ccr$?tion~, af fat:, ,Estzogens .are int&ately ;inpolved with 
otherhormonesi esA~~~~~~,~rogestera~~~i~ the processes of 
o&$atory~men#ru$l ,cyole,and.~regna~ncy~ ,a& :@ect the re- 
I&J&~ of-pituitar&,ganadotropi~ns; They also contribute to the 
&aping qEthe~sk&&on, ~m&tenanceLof!tans and:.elasticity 
ofi urogenital stcuctu~es,, ohanges ‘in tthe ep$hyses: of the 
long:bones,that aUow~~for~:the~+urbertalgrowth!spurt. and its 
termination, and :pigment&on of ,ths, nip&+s~a&genitals. 
EsArogens occur @urally in! seseralt forms. The aprimary 
sburee, of estrogen ~in!soamally cyokng~ad&,~wcmen is the 
ovaf$~n:folliole; wl$ch:secretes ‘VI to,66Qr,mioropams e&es7 
trB~oB~~y,,depen,diqg~anj the~phaseofthe~menstrual.cycle, 
This is converted prima4y,to e&one; whioh7.cjr,culatas in 
roughly equal proportion to estradio!, and to smaJl, wounts 
@&qs,kiol.. A&e~maaopzpa?li?ze+ most end@genon&e&ogen is 
p$.o&iced by.,c~.n~~~siQ4..aE,~~drss~~ne~iq~~ei se,crete&bythe 
kl$hm&w*x, t.+strone &y perlphenail &issues~Th~s, esd 
tr%%-especMl~~~n~ its WaSate ,estep;,~form~is!$,he most 
abundant &cuI@$ng estroges! in ~pq$tmen,opansal women. 
Although cirouJating&4rogetis e&tin, a,,dynan& ,oquilib- 
rium of metabolic interconversions, estradio1:i.s the~grinoi: 
~~~~~~acel~ula?.~~~,es~~~&en:and~~a!.aubhit~t~~o~e 
P,~&W than estrene aljnstrio.. at, the ~rec,epter.,:>! SaS, ,i. 1: 
$&%gens:used: in %hera:8E1-J7Laze well.,absorbed.through the 
g~s;..~~~~onss;membr~~si’i gastrointestin;al tra&When 
~ppke&.forlq ls~al,act;ionj;abso~tiopS~~usu~~,sufficient, to 
eaus,e sysCelriic’e~e~~s~~~~~.,0onjug~ad.~~th.~~~.snd alkyl 
&eups, for;pa.rantora$ a&ninistratioti~~$hhe, rate-o&&sorption 
of oily Ppreparations,Qs) $lowed, with?.& prolonged&rnation of 
a&ion, ~s,uch:lihat~ a single jnkamusoular linjedtioni of .estra- 
dielvaler&e or i3stratiiel cypiowte is ,abserbad50ver~ several 
we&a. . , , , f ‘ i i , 
Administered, es&r;pgens@rd$h& esters;are’handled,within 
tkfa:$od~,essentialk,che,aa~e as the!andogenous hormones, 
Metabolic conversion d@regens occurs pnknarily in the 
liver (first pass effect), but also at local target tissue sites: 
Compl,ex metabqli,~~,pr~c~s~ejs result in,:a dynamic equ$b- 
tiium, of: circulating conjugasated and I uncon&gate$ sstrogenic 
forms which aSec!&nuoae~y ,interco~~orteh, especially be- 
%‘%% Rska~e,,z(ndl;,~~~radipl, and ,bo,tween osteriied .and 
V%@@ifisd~fQr 
oir#data in&h’% $ 

sq$Wough mturJEmw.w~g ,pz&ogens 
:&%l&$g@y~ bound t,o~o,seg~~~~8e~.b~binding 

#~1in +yd, al$m& mix unbowl q@zagps :eqtea target 
Ca~~~,Fells~~,Aa~~$~q~~~1~~ion.of tha~mreuk+ting estro- 
iT!W ex,lStA as, PIWe: w&g&3s; especially estrone. sulfate, 
which serves as a ,c~ro.uk@n~reaer@r for the formation of 



‘more!,~sti~~:at~~geE?iG uqpecies; {,A certain proMtierk 0f she 
estrogen is excreted into< the, bile end thenreabserbed from 
the intestine. During this en~~rohep.atic!~~~c~l~~ion, estro- 
gens are desulfated and resulfated and undergo degrada- 
tion through conversion to less&t&e-estrogens Cestrioland 
other estrogens), oxidation ‘to nonestrogenic su+batanc& 
(catecholestrogens, which% interact~~ith:~~ate~~~l~~~n~~rn~- 
tabolism, especially in the central nervou8,s~~~)j~~~iao~- 
jugation with glucuronic acids (which are (then rapidlyex- 
creted in the urine). 
When given orally, naturally-occurring estrogens and their 
esters are extensively metabolized (first pass effect) and cir- 
culate primarily as estrone sulfate, with smaller~anmuntsof 
other conjugated and unconjugated estrogeni~-specles::~~~s 
results in limited oral potency. By contrast, eflthetic e&n- 
germ, such-assethinyl e&radio1 and, the-nonsteroidal estro- 
gens;,.g~~id~~ad~d~ve~~slbftily tit the Jive&md:MWs ti& 
sues, which,results in their high intrinsic potency. Estrogen 
drug products administered by non-oral routes are net sub- 
ject to first-pass metabolism, but also undergo sigrnficant 
hepatic uptake, metabolism, and entei$e&&c recycling: ,” i., 
INDICATIONS AND USAGE, c 
Estrogen drug products are indicated-in the!!! i sr I* 
1. Treatment of moderate to seu~~~~aia$om;ots~~~~3I&s- 

sociated with the!menopatise. Where/ ismo’:a&&ate rev& ._ ir.,l.,. ..&I ,.+.,I*/ I,” <VA I^, .I I ,,/ ,..>w~~*.“< ~ ..,,. “ll.lls .,^*“,.I, *X.I/ *,/.I L.. ” . . . . h.‘/ 
dence that. estro&Z”~re effective for nervous syxnpto,ms 

Since estrogen administration is associated with risk, sel& 
tion of patients should ideally be ~~~~~~~,.~~o~~~t~~~‘~~~~~ 
tifieation #of r-i&factors for de~elep~g,p~~o~~,o~i~~~ UPfOp 

turrately, ther& gx~...eqtpin %~ay:Ao~ ~ident$@ho,se ,women 
who v&l develop osteoporotic fra~“~~l.s.,~~o~t~~ros~~tise. 
studies, of efficacy for this indication have been ca@$, out 
in white menopausal women, without stratificat?on bybt&r 
fis% factors, and ton&to ‘show: a ~universdly &hit& e%t 
on bon&:> Thus, patient selection ~musti ‘be Whviduaii%ed 
base&on the balanee%f:risks an&benefits. Atmore favorable 
risk/benefit ratioi’e$&&s in a hystereetom%ed ~ibman’be’ 
oause,‘she has ho dsb of endemetrial~ cancer, (see BO&F& 
$$tmGS); ,: ,t ’ .+ * 
E$trogen replacementtherapy reduces bone .resorption anh 
retardaor !h~lts.~postme~opavsal botie~~loss~ ,Case-control 
studies <have &ow&an ti&&&i.1ately~66 ~ercentreductien 
in hip and ~~~~a~~esJini~~wh~~el~e~tr~~ena~~lts~~I 
m&&w&; &@&4&~~)&~ fewcyeaisi6~~~en6~$u*el,,Sti;ldie~ 

als~sug~iis~t~~~~~t~~g~~ reduces &he~&@ef%tebral frac- 
tures. Even:@hen:s’tartedlas ‘late W% yearsc&er~meno- 
pause, %stf&en+~prevents .further doss. ofjbone mass for as 
long as Yihe~~eatmeilt”istc~ut~nue~.~~he.rs of a double- 
b&n&, :~l~cebo-con~r~~le~~~o~~~~r study &&% ishoW that 
treatment with one%abk%of OGEM :6~5:d~l~~~~‘25.daysi~of 
a&l+daycyol’e$er mont~):preven~}ve~bral~bo~erm~~~loas 

1 iW@&tmenopausal JWi3ti&h. Wh,enWtr%gen~therapy $fv disJ 
1 continued,:~bone bass declines at a rate&mparable‘ to the 

immediate :&&t&enopausaI period./There Is no ‘evidence 

less efficiently than-premeno$au&aI %men 

Bstrogens&o,uJd~~ol;rof beused L ~mdividuals @&any! o&the 
follow:& conditions: 
1. Known or suspected! pregnancy (see .B$Xl$D: WA&$& 

~kNGSJL ~Est1;0genamay;cause fetal harm when &m&is7 
, $?md~Jt;.r, wL%Eam#iXamarl.~ 1 ‘I c 1 
2. Undiagnosed abnormal genital bleeding. ’ “j I .’ 
d. ,lXdWvh or’suspeeted cancer of *the’breast lexcep’b mappro- 

priately selected paGents being tre&edl for’ metastatic 
disease. 

4. Known or suspected estrogen-dependent’neoplasia. 
5. Act?ve~thrombophlebitis or ~h,hl’omb~~~bolic”disorders! 

Erqiometrial q.y&r. ,The reported er@o,m,etr@l’cance,r 
risk among unopiosed &&rogen~users <IS about 2212-fold 
greater than in nonusers, and appe&%&bndent on du- 

““ration of treatment and on estrogen dose. ‘&I&’ stud&s 
sho~,~no significant increased Q&.assoc~ated ‘v$th use of 

.,$trogens for Jess than one year. %The greatest risk’ap- 
,,,pears associated ivith prolonged use-with increased 

r&s of 1~~24&d for five to ten years ,of,@ore. 1,n tl!ire,e ‘! / ,I *, 
, ,,,~,py&~, Pe;q$y~e of risk gvyy, demaqstraty$.&r S ty 

over 15 .years a%r?cessation of ,e\strogen t#+tme,r$ fn 
my a$& a sig@c~t, dgcre~~l,iii’t~~~~~ide~Fe,~~~,~?~?- 
metkal cancer oocurred, six m,onths .after.e&ogen with- 
drawal. Concurrent progestm thera@,may off&&h+ risk 
but’the overall health impact’in‘bost-menopausal &omen 
is not known Ly~,JXtECAUTIONS). 

, beast CanwE., F!@ile the majority of s’tudies have not 
shown an increased risk of breast, cancer & women who 

.have ,ever used estrogen replacement thegapy, some haye 
reported a moderately increased risk (rel’ative ri&s of 
1~3-2.0) in those ,taking, higher doses or thos.e&al&$ 
lover,dqses for prolonged periods, of time, especially in e,x- 
C@ pf 10 years. Other stud@ have not sho.yn thi,s relg 
hon$lip. 

a 



Cholestatic jaundice. 
’ *’ 

I 
Increased incidence of gallbladder disease. !: 

4. Skin. 
Chloasma or melasma that may, persist .when~drug is dis? 
continued. , 
Erythema multiforme. 
Erythema nodosam. s ‘1 
Hemorrhagic eruption. ” i- 51 . ,. l i 1 
Loss of scalp hair. ,. - .I ./ 
IIirsutism. I - 

Steepening of cornea1 curvature. 
Intolerance to contact lenses. 

6. Central Nervous System. 
,.Headache, migraine, dizziness. 
Mental de.pre&ion. . 
Chorea: ’ ’ ““’ 

CWmges in libido. 
1. 

OVERDOB4GE. _I , 
S,erious ill effects h&e not been.reported folloqing acute in- 
gestion of large doses pf estrogen-containing oral contracep- 
tiga? by yo-u?g children. Overdosage af eptrogen may cause 
nausea and vomiting, and withflrayal bleeding may occur 
!n females. 



\.$JQ@&&&Ni&$@$~s~TI~N 1 

1. Par treatmen~“~~,rnader~t~i~~ severe vesati& 'symp- 
barn% vulva1 and vaginal atrophy asso&&l %vRh the 
IIT~~IQ~UX$ tihe lotiest dose and re$tien th&~iWZontrol 
symptoms should be chosen and medio8tioin~$hluld be 
disbtint&med a$prompt$y aspossible. j 
Attempts to !disctiti+&e or taper medication should -be 
m&de at 3-myth to 6-month’intervals. 
Usual dosage\ rhngesv ‘I 
%somotor symptom&i~Qne OCEN .625 IO?75 tig es- 
txW$pate) t&et%.two OGEN 2.5 (3 mg e&rdpipti&) tab- 
‘lets i;er day. !8%eePoweiit ‘dose&hat will control gymptoms 
should’be’ chosen:,’ Withe &Wnt has not menstl’uated 
+ithin+he9ast twomotiths or more;cyciic adm&istr&un 
is star&d ,&bitrarily. Wth& pat~en~‘i~irne~st~~t~~g, cy- 
&o’&lm$n%&ation 6~~Bbart&=on’da~ 5 ‘M%le~di~~. 
.Vulval andp’vaginal atro~hj-%ke OGEN c ,SZsO<Or% brng 
‘@@pip%%t tcltjlat%~ two O~EN,2.5.(3’rng~~~tr~p~p~te) 
t&l&a daily, depennd~tirg upon the ti%sstse* respo&e 1 &f-the 
individual patient. The lowest dose that willxontrol 
symptoms should be chosen. Admirii#WJi$Wa?1~ ’ ’ 

2, !F@&eatment &fern&e &poest*oger&m dlte Whypoge- 
Mditirn: c+ii%ati& or primary ovarianfailure;~ .* . . 1 
Usual dosage~raages: 
Flumal‘eI hypagofiatiism-A daily Aose oftone OGEM 1.25 
h5 ing est?opipati)~ tablet to three OGEIV~2.5 (3 mg es- 
tbpipate) tab&t$m&@e gitieen for the! first three4 weeks 
of 3 theoretical @c&3; followed8y 6 ~&ti p&o&of eight to 
,teti days. The ‘lowest dose’~that will icbritrol’ symptom’s 
should be chosen. If bleeding does not; occw by &e end af 
&Ws’*pel;iodF, &he’ ~MX& dosage B:eh@dnle is lrepe&rzd.;rl’he 
number of courses of estrogen therapy necessary, to @a- 

‘&~e~bleedinlg:‘~ay vary dep’enditigxmathe responsiveness 
of the en&&%riam, If 8atisftietory .&ith-&a.wal *bleeding 
does not.oce’llr; an oral p$ge&ogeh rntiy b&given% addi- 
t&m to, bstrogbti’ dpving ‘th&ithir&week- of. the ti~cl~: 

Female castrkitit$@ ,&): bpriinary ~ovarian ‘failUre-4 \daily 
dose ,of,on$ OGEN 1:26 Cl.51 mgi $stropipate3 t&M to 
three OGEN 2.5 (3 mg estropipate) tablets may be given 

‘(for the first:thr&$~e@&of~~ theoretical ccj7cl’e:folLowed’b~ 
a Fest perio$:of &.g+ht’+~ teti,dayis: Adjust dosage upwapd 

~or‘dawnwarti actioTditi@ to ‘&verity of syinptoms and re: 
sponse 08 thei patie& Fan. maintetiance~adjust dbsagwto 

lowest Ievtd dht wilt prtivide effective control. 
‘I%eated’ paiMts+i$h~an intact uterus&ould be mobs- 

‘tored elasely forI signs of+ndonsetrial ctlllcer and apfiro- 
priate d@$oWc~+tieasuM she&l be %&en ‘to rnzle out 
malignancy iii ’ the &vent 06 persiJteat ‘or*recurring abfior- 
ma1 Pa&al bleediq$ I _ 

3: ;E’or pr&ventioh of’osteoporosis..A daily dose of,OGEN 625 
(0.75 mg estropipate) tablet for 25 days, of a%-day cycle 
per .month. I ’ 

HOW StJPPtiItiti 
OGEN (estropiBat;e tablets, JL%?Zis .suppliedz,as QGEN .625 
(0.75 mg estropipate;xalculated* as sodi,um estrone sulfate 
0.685 qg), :Jello~,,,scer~,ql tablets, iqprinted. U 3772, WC 
000%3V72-01; QGEN, ~+25,(1,5 ,mg estropipatq; c&ulated as 
sodium estrone sulfate 1.25~~mg~,~p~a&-cplored, seorqd +ab; 
lets, imprinte& U 3X73:, NDC.OOb9:3773-Or; an4 OGEN, 2.5 
(3 mg estropipate; calculated as sodium estrone sulfate 2.5 
mg), blue, scored tablets, ,imprinte$ ,U,, 8774, NDC QOO9- 
3774-Ol..Tablets of all three dosqge levels are standardized 
to provide uniform estrone Iactivity and,are scored to provide 
dosage flex&My. Al,1 tabletisizes of, OGEN are avajlable in 
~ot#h3s 0~100. 

WHAT YOU SHOULD 
ABOUT ESTROGENS 

KNOW “/ 

Ogen@ I..’ 
brand of estropipate tablets, USP 
INTRODUCTldN I _t. ,’ 

’ 4 

use estrogems, check with yo.ur;$p@or $J be pqq ~Y,v~R$! us- 
ing the lowest possible d~~~‘~,&,@@s, ~~&$$@W don’t 
use them longer than nece&r$$@! &~g.y@ psgd tp uqe 
estrogens will depend on the reason f@ tise: ,& i aw J”B ,,,+a 



‘ j ’ ~ _ - a/-_ ./ ,” ” . 

may aho, fbelp&s ppned osh3iggnf+3Bt+ !B@+re piq.~&wge SIDE EFi%&S , 
you calcium intakeion~exercise babits& ie&npor$a& u;b Cs- In gd&tien ,+eJ.the .&ks.li&ed *&b&i, hhe,+fellowjng ,&de3 ef- 
cuss fese&festyle iGh@ngf?S si.th-, your, deotor, to fin&eut if fects have, been &epo&ed’ prith estregen use:, , 
they:a#e;,safe&r y0.u. , Nausea and vomiting. 
Singe Ies,&rogen use has, some~,riska,~only. ;w&nen &l&are Breast tenderness or enlarge.ment. , / 

Enlargement of benign&nor% Wrbroids,?) &the uterus. 
Retention of excess. fluid. This may make some co$i,tioqs 
worsen, such as asthma, ~??j~?psy, migraine, heart *disease, 

. “’ ’ ” $1 it i‘f 

14: !ii , “‘.: 7’ 

f&ng with milkqfter~~a baby is born.‘Such trea’tment may 
increase$he ri&!ofi~develo@rtg blood clot&&ei?‘;bANGERS 
OF, ESTRb~EN$;;belov,$’ In!~i f ’ 1 
If you are breastfeeding, you should avoid usingany drugs imising these effects. I, 

t&cause many ldrugspass ~~~u,~he’b~b~E~~h~,l~ilk. 
mle *.ntim~j:n~a;Whby,~ yotii$EoQld~f&kb ,&xgi only. an the 
&r&e of you health, c& pifov&$&” ;b i,,\ 1 I $, ’ ‘, ’ I 1 1 , D#NGERS OF;ESTROGENsm ’ ‘1 *‘+i’-.s c’ ,: I 
-I- Gancer of the-uterus. 1.: .: 

1 ‘IT&& risk of ‘developing cancer’ oNhe uteiuti-gdts liig?ier the 
l~@i5f-~ob use,estrogens &m$‘t%%rger do%‘ye,u ii&. One 
study showed that after- women stop taking%‘str##rs, this ’ 
~~~~rii~~~er’~~k quickly recks ;ta~t~~~~~~~~~~~e~~f’~sk 

, ($s i:f you had never: &eci estrogen therapy). Three ‘other 
studies showed that the cancer risk’$tay# k%iglY8f#r S- to I 
more than 15 years after stopp~gd~t~~~~~‘~~~~~~~~. ‘Be- : 
cause of this risk:~l~lS’IMPQRTA~ fO!T~~~ ?WE’i@&ST 
DOSE THAT WORKS AN~TO~-A~&+:&~LY tiS!L~i;j~+* ; 
Yfhl NEED‘lT.’ /, ‘ ” , . a”, :,:. , 

~~in~‘ijril~eeriEin’t~~~apy together ~iftti-estibge~lt~~ra~jr 
h,Jy ike@$& tJ&yjjer i&f of &&he *c&ifgi. +e~atP,@&.$ 
trogen Use,@it, &e .QTljS,R J~F~R&~~TI&‘$%~~~w&’ ,/ ” ’ OGEN (estropipate tablets, USP) is supplied as:‘GGEN if.325 

If yoti have had’your uter& rernoved’~i~~~,~~~~ers~~~~) @.25 mg, ~estropipate),&low &rbli$s;,,.QGEM14,25 (h5 ,mg 

there is no danger of developing cancer ‘of ‘the ‘ute%%s: ” ’ “’ estropipate),:peach-colored tablets: GGENL~:~ (3 mg eetropi- 

+ C&+er c)f, the’f.&?$t.:“: 
, k.\’ pate), blue tablets. ,‘..,“.,‘ii t,>; /I 3 

8 Manufactared$for ’ I; in ,, , 
Most stud% have’not shown a highe; ri$clcof~@&%s.~~&3&~r Pharhaci~(lr:.UpioCnCompany 

,in women who have ever used estrogens. l%&ver!‘qj&e II Kalamazoo:~~~,~l)OO;,~,~SA , ,)’ ’ 
studies have reported that breast cancer dede$pea.mdre ~$7 
ten (up, to twice the usual rate) in wome~.~~ho,,~~~,~‘~~~~ 1 bath, Ghieago, ,K, ,~,o~~~, &A ‘? ” . 

By Abbott Laboratories. ’ 

gens for long p+sds of time (esp+$ly more ,$&II ,,f i RWise&&Wi&,%998 , 
years)+ or, who used highyr doses for sho,rtet; time pe,$$$+, 

II I, 816 035 003 

Regular breast examinations by a’health,,pro$ss enal&n~ 
monthly self-examination are recommended for a 1 %W&m. 

p v’+r :,,,d’; 1 

+ Gallbladder disease. 
‘,I I ‘t ,r + $ &‘ ; &Q+$ ,$ 

Women who use estrogens after menopause are lmoretlikely 
to develop gallbl&lde~ii!lisease neecling surgery than Comen 
who do4notuse estrogens. ,#I;‘< 
Y ‘Abnormal blocd. clottiti@. 1 ’ b / i.,,*r:.’ 
Taking estrogens may ‘Cause change&w yh ‘bled dotting i 
system. These changes allow the bloodto clot~more+&siljr, / 
poss~bly~a&wing~clots~to:form .in you’bl~e,datre~~.If[~~add ; 
clots$do,qform tin 1Ydurdfleodetrealm,It~e~can:‘CuC;bff:the~.bb~id : 
supply to vital organsi +oausing se8ious:.problems. tTl$se 
problems may include a stroke (by o~~tl~~Emffr.bloo~~~~~he 
brain), a heart, atteckr’(by outting&% bloadrto 4he!he&), a ’ 


