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Sth MEETING _ JANUARY 16, 1967

Dr. Hellrnm opened the meeting With a brief in~rodu&ion. ~L-.Ley read
the char~e to the committee.

J,EGISLA’IIWBACKGROUND:~—. ... ._ ..
~@. Goodrich~ Assi~t General Counsel, HEW, Gave the definition of devices
S.rld.explained t?ledevelopment of ru~e~ and ~-e=g@.ation~pertaining “todevices.
A device is definwl as an instrument, ::ppa.ratusor contrivance for the
mitiCetion of di.sm.se. He stated that the new drug law, which offers Good
CO12trCJiCIVe-rC?IUIgS,~~es not @x~md to devices. At the present time drUgs
are Veil reGulated L?nderthe r~ewdru~ and .antihoticregulations. They reqllire
preclearance and may be taken off the market,
tO prescription, etc.

shifted from over-the-countsr
The Federal Govern.meuthas authority over devices ~~ily

if they do not Fulfill the Iabe].i.ngclaime for the prcducts. In the case of
intr~~terine devices the only action the FDA can ta!teis on the basis of’.
misbranding a.%er the product is marketed. Efforts were started shout ten
Ye~rs %?0 to regulate devices.

Mr. Goodrich.pointed out that the p~eseni law for devices is inadeqw.te and
that ~recle~,r~ee for ~afe~y and efficacy is needed. In answer to questions—-,_____
from the riiemtiersof the comtititteeMr. Gomfiich stated that even quack devices
are very hard to pro~ecllteand that ~~lenew laws should require advance
clcarin,gfor devices j.niilt.erstatecormerce. Dr. Tietze emphasized that a
n~liriS.Wfor devices sh~uld not be limited to intrauterine de~~ces. Mr. Goodrich
concurred.

The hanfi].ingof the problem of modification of design of an intrauterine
device while ‘being’st~died in h’m.~s was then discussed. Mr. Goodrich stated
that.in early sta~es nf t,e~iinga certain ~~o~lnkof’latitude is allowable,
He pointed out that step by step preclearance is not used for clru~sat the
present tii~le. Dr. Hellman asked if there is any adverse reaction reporting ‘
program planned. Mr. Gcodrich stated that there is. Any alarming experierlce
should be re~~orted.at nnce and routine experience reported at regular interv~h.
~lide:~the present re~ula,-hionsthe FDA 100~s f’orcases from the literature and
then publishes a statement of 2olicy. Dr. Ley pointed out there is resi.s-
%nce from indl:stryto extending the drug reo~lations to devices. He stated
that with devices tinesafety factor i~ the ma,joritem. Performance will Var,y
accordinG to the user. I’om m5jor areas for rebmlations are contemplated:

1) No interfei+ence with the priv%te M.D. or investigator.

2) If the manufact~~rerdistributes the devices for investigational use
the governmnt should have control over these investigations,

3) Certain materials shcwid be pre-clewed.
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QUKWH C(?N’IXCL:—.— ......... .._
IX. ?JcSb.effe2%y from Ortho ?harmaceutical Corporation gave a.pres%=n.ztion
on rrw.nufacturingcontrols for the ix~terauterinedevices distribute t:?Ortkc.
The polyethylene, either in a pellet or powder (depending on the T.=_-zicular
device) j.smixed With bmium slllfate. The de~flces are checked fcr ~z~erfectix
as well as resistmce to stretc~~ing. These devices are not sold .==:ilized
and it is recommended that the practitioner sterilize them by imxezsion in
Zephiran Solution. No pazticul.atematter in tkie Zephiran soluticn :&s been
noted by Ortho after soakinq these devices for one month. Df, McS252i’er-ty
&lso stated upon questioning that batch-by-b:ttc~ testing for tisxa reaction
is not done.

D?’.F!cSheffertyalSO stated that there iS no apparent change in tk~ :Yysical

Cha.racteristsof the polyethlyne after two years at body temperat”ti>s.The
ccmmi’tteethen discussed tileapproximate number of users of IUD’S z: the
present ~jm~e, Since few figp-es are available at present it was ds:i~ed to
try to obtain d5,stribution figures ~r~,mthe u~jol”~,~llufacturers=Ji tistrilxz=rs.

BIOLOGICAL ASHWTS:.— ..— —— ..._
Ik”.SeGal g=~e a presentation of bio~o~ca~ effects of intrauterixs :eviices.
Intrauterine de-ri;esdepress fertility-in all.species but the meckz-~.=-is
different in different species. In some animals they may depress niation
by pituitary action, in othe-rstlneymay have a ~~ilal;erial ovari~-.:::ect ~~i

the ovary on the same side aS the horn which Ms the IUD, while in sIJ.1
-L1-----J.*. -,..

T *-,, u.&...cuU’ub.’itii,.:a,,,,i,u){‘b!11-!.!/}.>-.1,11.],.,it;.,r.

Dr. Segal stated that in humans interference with tubal transport 2= .rtrongl.y
respected but has not been proven. In hummms there is an increase L: ~.11’s
in the basement rrietnbraneof the endometrilum. There is also a 100+ :2::tsxIim-
tion of the endometri.uinwith microorganisms for about 72 hours afts; inse-rti::.

Tkree different investigators have looked into myometrial function 2Xer
insetiion. One riotedan increase in uterine activity for the fi.r~.:S’J
days ai%er insertion, then quiescence. Another has noticed no ckz-;? zt
insertion or thereafter, while a third has noticed no change at ir.::--.ionl!’:.t
has described a labor type contraction pattern at menstruation tine.

Dr. Sego~.stated that over 2 million insertions of devices ha’~ebesn :one
thi”ough~~tthe world. In Korea and Teik’an~00,005 to 750,000 have >es;~
hSel%e(l; in Turkey the total is about 100,000 while in south .W.en:.:.?.,alo~lt

50,000 have been inserted. The figures for India and Pakistan are I.-.avail-
able. Tfi.eselast t;rocountries have a fairly lar~e number of us~rs ZS
compared to other countries. I)r.Sega,lstated that approximately 1 ~tillicn
IUD’s have teen available to the profession in the United States. lisally
after tx7cyears seventy percent of the users keep the device in Sfl-:. Ix,
other cwntries this fi~re rums about 5M. ---—-

He stated that t~ rc~~::ring
rate may pro~,ridean hlicc,tion of the use of deti~cesin this couxt:~”.

Dr. Tietze sugflestedthat the Ccmmittee could get information concs~-in~
insertion by months from 50 major health depax+ments. Dr. Kohl SL:,;’5Ste~
+’ .
u~%b recmder e.st~mtes be obt,~llied fr~ t~icmanu~acturc~~s.
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Dr, %.~1 continued his presentation stating that there are various recomm-
ellC13tiOilS as to the time of insertion.

1)

2)

3)

m.

1)

2)

3)

Relationship to the last ~arturition. There tends to be a higher
exqwl.sionrate if’inserted immediately post delivery. After 72 hours
post-partun Wlerc is better retentioli,while after 96 hours the expulsion
rate is similar to that seen 6 weeks post-partum.

Relationship to the last menstruation. There seems to be no effect OP
u.fxrim activity. The advanta~es of insertion immediately after the
menses are:

a) Less dilation of the cervix 5.srequired.
b

1

There is less bleeding.
c There is practically no chance of insertion iila gravid uterus.

Insertic,nafter ir~conp.leteabortion. ‘Thereseems to be no apparent
increase in :pd.vic inllar.matorydisease if the device is insertecl
immediately post abortion.

Segal then discussed<s~~~~eside effects:

BleeclinGis probably tilemost common side effect. When encountered
immediately after insertion this is ~srobablytraumatic. ‘I%ereis no
apvarent explanation for the latent bleedinc encountered.

Possibilit~ of carcinogenic potential. The study currently mder way
in Ilarbadosis up to ~0,009 women years of use. This may yield some
~iguu’esas to cer-fllcaldysplasia and possibly carcinoua. No Stucly
currently in pro~:ess will give figures regarding endometrial carcinoma.

Pelvic infla~matory disease. The Barbados study willprovide this.-
infoi-me,tion.

CLINICAL AS33X22S:—. -_.._.___ _
Dr. Tietze mentioned the incidence of ectopic pregnancies with int~e,uterine
devices. He stated that intrauterine devices prevent uterine and ectopic
pregnailciesblt seem to be more.efficacious in the prevention of uterine
pregnancies t]~anectopic pre~nancies. Dr. Tietze then presented a CUXLTLIq-~,~~’Ve
report of clinical de-k obtained under the auspices of the Population Council
on users o.fintrauteri~.ed.e~ices. The dmta presented is contained in the
SeveritlnProsress Repcrt of’the Ccoperp.tiveStatistical.I&ogrsm fcr the
Evaluation of Ilitrauterine Devices dated September 30, 1966 and Fcblishe5.
elsewhere.

FCXLCW-[JPON ORAL CGNTRA~(TWIWX NWOR’Y:. ....-----.__..__—_. ________ -____
~~T,cy t?lel~preserteclto the Ccmnittee a progress re~rt on the ten remm-
e.n;]~’~io~ls Co.ntaitled in the repcwt on oral CC)IltraC@i-VeS.

I. T12epilot study at Jo?lnsHopkins is currently keing expanded.
.
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The stu~y at the University of Pittsburgh is to be terminated in March
of 1557. Currently negotiations are in progress with Kaiser to expand
the present contract t@ Inciude stLIdy of oral contraceptives. Dr.
Cc~r.fYm.nstated thi-.tDr. Scgal and he will hold a meeting with ’membersof
the Kaiser Ferwante group since the FDA apparently cannot fund a contract
this fiscal y~ar.

Action taken same as #11.

Surveil]aric.ehas been strengthened by (1) organizing a Task Force on
Mverse Reactions under the diredion of Dr. Ruskin (2) Soliciting requests
from Fotential users of information so as’to pro@.de a better service

(3) reviSi~n of the standard fom 1639.

FDA adverce reactions reporting progr~]]as been reviewed by a staff
member frcm NIH.

At a meeting in October of 1966 this Guestioilwas discussed with the
manufacturers.

This function is

Unifura labeling

more sultecifor NIH.

for cral contraceptives has been developed.

The time limitations have been discontinued under revised lsbeling.

processing expedited.

Dr. Hel].r.anappointed several Task Forces.” They are to meet separetly and
furnish a report at the next meetinG of the Committee, which will be held
in $$s:;of’l&. The task forces will be constituted as follows:

1, Utility, Effectiveness and Safety
Dr. Tietze (c)
Dr. Sartwell
Dr. Kohl

2. Pelvic”InflammatorvDisease
Dr. Scott <C) -x
Dr. IWlfs
Dr. Ikmi

3* Hist.cpathclogicEffects
Dr. Hertz (c)
Dr. Carrin[;t.cm
Dr. Adamsons

4. BiclogiiczlAeticm
Dr. Segal (C)
Dr. CXn.-fmam

5. Legislative IIecc:rmmdations
Dr. Fuller (c)
Dr. I!ellmrm
Dr. R&man ,


