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1 G Medeirog Department of Surgery, Queen's University, Kingston
Ontario, Canada, and Department of Obstetrics and
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. 3 Gynaecology, Medical Collega of Pennsylivania, Philadelphia
sndocr Metah) PA, USA
fedeiros-Ned
World Healy The association of thyroid/iodine and breast disesse was first report—
ed by Beatson in 1896 (1). He suggested improvement in metastatic breast

cancer treated with high doses of desiccated thyroid. This compound con-

tains a large amount of iodine, both free and protein bound,

wd G
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Vishayakova and Muravieva associated iodine deficienmcy with fibrocys-
tic dysplasia and reported a 78% improvement rate in patieats treated with

sodium ilodide {2). .

{edg), Boc{;
s, 1970, p §

8sAs) 38:
Laboratorical support for the association of £ibrocystic disease and
He succeeded in pro-

Nucl 14: § iodine deficiency was furnished by Eskin in 1970 (3).
) 3 ducing a laboratoricsl model in the Sprague-Dawley rat that closely resem-
ab 29: 1601, bled the microscopic criteria of the human female condition. These mammary
L 5 changes include epithelial hyperplasia, cyst formation, and interacinar

tatistics, fibrosis. This model was produced by iodine deprivation. Previous models

: : with hormooal manipulation did not reproduce the fibrosis which is the clin-
oR, and ER AN ical hallmark of the chronicity of this syndrome.
L ¥erab 33:;; This hypothesis was tested by treating the iodine-deficient rat using

4 sodium iodide, iodine caseinate, or elemental iodime (I3} as replacement
368, ; ' therapy. These studies showed there was a differential improvement in the

w0l Merab | microscopic architecture with iodine caseinate, reversing the epithelial
hyperplasia and the cyst formation with very little change in the fibrotic
element. Sodium jodide showed {he same changes with the addition of a par—
tial resolution of the fibrous tissue. The final form to be rested, elemen-
tal iodine (I7) in aquecus suspension, efficiently reversed all compovents

of the pathologic state (4).

The clinical application of this theory was begun in 1972, in Ringa=
ton, Oatario, in the Great Lakes iodine deficient area of Canada., In toral,
1,100 women with Yodine Deficiency Breast Syndrome {1.D.B.S.) have been
treated with replacement therapy with ose or both of the first two modali-
ties {Lugol's Iodine or lodine Caseinate ~ Iodamisol). The series using

iz will be reported at a later date.

The sublect group seen by the senior author with sufficient data avail~
able for analysis consisted of 588 patients (5).
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Fig. 1. Bar graph illustraring the age spread of the
subject group.

Th
These patients varied in age from 15 to 67 years with & mean of 37.6

i years (Fig. 1}, ¥ive hundred and five (88.0%) were pre-menopaysal and 69 § 13
i (12,0%) were pest-mencpausal, The post-mencpausal group varied in age from 3
26 to 55, with a wean sge of 44, The post-menopausal group included 33 ;
(47.92) who were on replacement oesirogen therapy. One hundred and seveanty- i 2}
six (34.9%) of the pre-menopausal gToup had used birth control pills. One 1
hundred and eighty-one (30.8%) of the patients were nulliparous, The re- 3
i maining 407 {69.2%) produced a mean of 1.8 children, at a mean age of 22 3 3}
years for the first pregnancy. One hundred and sixty-nine (41.5%) bresst- 3
fed their Infants for a totsl of 5000.0 weeks and & mean of 25.1 weeks.

4}

The past history of this group revealed that 169 (29.5%) had had prea=
it vious breast problems, including diagnoses of fibrocystic disease, fibro- ; ]
'% adenomata, cysts, mastitis, and breast sbscesses. Cysts were aspirated 4 ¥3
{ in 61 patients (7.9%). A variety of treatments including hormones €.3%), 1 Excelle
; diuretice (3.3%), caffeine withdrawal (,9%), and previous surgical biopsy . ‘Tweaty-
€ in 139 or 23.0% of the patients was noted. tive Te
g Of the patients referred for consultation with lumpy painful breasts E Tt
; (95.1%), only 4.9% did not have a pain component, The pain was constant f on the
I throughout the cycle in 387 (65.8%), while 199 {33%) presented more severe ] from a
symptoms in 4 cyclical fashion. j {Figs.

1j
5 The diagnosis of 1.D.B.8, {Fibrocystic disease) was established using 3
{ = thermography, clinical examinatiosn, and mamnography if indicated by thermo- : COMPLIA
! graphic ®or clinical suspicion. ’ S
- M 3¢
' : B or 9.5
i RESULTS OF TREATMENT 3 had sl
i ¥ ance p
; E Lugol's iodine was the only medication available during the early 3
i H years of this review, and 223 patients received this treatment., In 1974, © H.
: 13 iodine caseinate became available, and many of the Lugol's patients were . tion b
i i-ﬁ switched to this form of replacement therapy, In total, 497 patients have 4 Tesume
! : been treated with iodine caseinate. : Twe pa
"
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¥ig. 2, Bar graph illustrating the reasults of replace-
ment therapy with iodine.

The resulis of the treatment were classified as follows:

1) Excellent Relief of pain, clinical return to normal with
disappesrance of atl cysts and fibrosis.

~ 2} Good Pain only with perfods, clinical disappearance
of cysts but with continued fibrotic changes.

3} Poor . Stight improvement in symptoms with a decrease
- in number of cysts palpeble.
4) Negative No change from pre-~trestment level in symptoms
or clinical examination.

Five hundred and forty-six patients vere assessed as improved in the
Excellent or Good categories, ead this comprises 93.4% of the study group.
Twenty-eight (4.8%) and 11 patients (1.9X) were classed as s poor or nega-
tive result {Fig. 2).

The time for improvement wes variable and, to some extent, depended
on the duration of the pathological process present. This interval varied
from a minimum of 2 days to a maximum of 200 days, with a mean of 48.7 days
{Figs. 3 and 4).

COMPLICATIONS
...

Some complications were noted during the study and involved 53 patients
or 9.5% of the sample. Two percent of the ladies developed acne, and 1.7%
had slight nausea, These complications disappeared entirely on the msinten-
ance protecol of 10 minims of Lugol's or 10 mg of iodine caseinate biweekly.

Hair loss occurred in five patients. Three patients, upon investiga-
tion by a dermatologisy, proved to be iron deficient. They were able to
resume treatment after this had been corrected, without further problems.
Two patients were hypothyroid.




Fig. 3. Pre-treatment mammogram of the left breast of a 54 year old !
female showing severe dysplasia and fibrosis.

Fig., 4. Post-treatment memmogram of Lhe left breast of the same patient

after treatment showing a complete resolulion of dyspiasia and
fibrosis.
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Three patients developed a hyperthyroid state, and two patients became
hypothyroid during the follow-up period of 1848 woman years. This is not
an increase over the expected incidence of these two conditions in this
time frame of surveillance.

Rineteen patients developed a variety of complications on the daily
dosage. 'These included a metallic taste after the ingestion of the iodine,
excess flatulence, or diarrhea. Three patients develeoped iodism, character—
ized by enlarged, tender cervical lymph nodes, accompanied by coryza. These
Bymptoms subsided in about three weeks after stopping the medication. Two
women had incressed libido, two had rashes, one developed bleeding gums, and
one became depressed,

The development of s wmalignant lesion during the follow-up period of
1848 years occurred in three women, for an incidence of ,00164 cancers per
woman-year., This is marginally above the expected incidence of 00160 can-
cers per woman-year. This is in keeplag with Spratt's observation in a
follow-up study of patients with fibrocystic disease (8},

The follow-up period in this study musy be considered as preliminary,
It encompasges & total of 1B48 years with a winiwum of two months, a maxi-
mum of 264 mouths, and 4 mean of 37 months, ‘'Thig follow-up is continuing
a8 additional patients are added to the survey, and new modalities of re-
placement are instituted which show both laboratory and clinmical promise
of reversing the fibrotic changes.

DISCUSSION

The etiolegy of fibrocystic dysplasia hss vemained obscure, The the-
. ories have included a prolonged Luteal phase, a reversal of the Oestrone/
Oestriol ratio (2), incressed median prolscrin levels (7}, or any upset in
these complax interrelationships. All of these eticlegical theories are
suppotted by good research data and should not be dismissed out of hand.
More recent suggestions have implicated caffeine (8) and the increased
oestrogen intake in milk drinkers (9),

We would postulate that there is a cowmon denominator underlying all
of these concepts, and this is an iodine deficiency state. In this state,
it is further postulated thar the secreting cells of the breast are seasi-
tized to various stimuli to produce the changes noted. This sensitization
can progress to overt malignancy if a carcinogen is added to the rat model
and possidbly in bumans in the golitrous areas of the world.

The rat model of Eskin strongly supporis the iodine deficiency theory.
The clinical improvement rate of 93.4% is impressive and considerably above
other forms of treatment that have been reported in the literature. A fur-
ther reinforcement is the 89.5% recidivism rate upon cesssbion of treatment.
The }aborstory work of Eskin and this clinical review establishes our hy-
pothesis that fibrocystic disease is a manifestation of iodine deficiency
in the wammary glands independent of thyroid function.

The nomenclature of lodine Peficiency Breast Syndrome is & legical re-
placement for the inexact terminolegy of the past.

REFERENCES
i. Beatson GI. Lancet 2; 162, 1896,

2. Vishnyakova VV snd Muravieva NE. Vestn Akad Med Nauk SSSR 21: 19,
1966,

1025



Zskin BA. ‘Trans NY Acad Sei 11: 911, 1970,

Eskin BA, Krouse TB, Modhera P, et al. Accompanying paper is this
velume,

Ghent WE, Doris PJ, and Eskin BA. In press C.M.A.J,

Sprats JS, Alagis PP, Xuhns J¢, et al, Pre-publication personal com-
munication,

Cole EN, Gillwood RA, England P€, et al, EBur J Cancer 13: 597,
Minton JP, Foscking MK, Webster JT, et al, Burgery 86: 105, 1479,
Fratkin LB. North Pacific Surgery Meeting, Tacoma, Washington, 1980,
Greenblatt RB and Ben-Nun {. ¥Fertil Steril 345 242, 1980.

ETIOL:

INTROL

1
tissuc
induce
tic, &
replac
pound,
iodide
iodine
effect

u
the se
mental
lignan
iodine
caused
cular

imenta

I
the ex
increa
volvemn

T
OgY, I
iodine
to enh.

MATERL,

Tt
WEere us
normel
+ iodir



