J c I The Journal of Clinical Investigation

TEMPORARY AND PERMANENT MYXEDEMA FOLLOWING

TREATED AND UNTREATED THYROTOXICOSIS
Willard Owen Thompson, Phebe K. Thompson

J Clin Invest. 1928;6(3):347-368. https://doi.org/10.1172/JCI100203.

Research Article

Find the latest version:

https://jci.me/100203/pdf



http://www.jci.org
http://www.jci.org/6/3?utm_campaign=cover-page&utm_medium=pdf&utm_source=content
https://doi.org/10.1172/JCI100203
http://www.jci.org/tags/51?utm_campaign=cover-page&utm_medium=pdf&utm_source=content
https://jci.me/100203/pdf
https://jci.me/100203/pdf?utm_content=qrcode

TEMPORARY AND PERMANENT MYXEDEMA FOLLOWING
TREATED AND UNTREATED THYROTOXICOSIS!

By WILLARD OWEN THOMPSON? axp PHEBE K. THOMPSON?
(From the Thyroid Clinic and Metabolism Laboratory of the Massachusetts General Hospital)

(Received for publication August 20, 1928)

Although myxedema following treatment for toxic goiter has been
reported frequently before, we wish to call attention to certain of its
aspects which we regard as particularly worthy of emphasis, viz., (@)
the existence of two types—temporary and permanent, (b) the rarity
of the permanent type, (c) its late onset after x-ray therapy, (d) its
occurrence following untreated toxic goiter. The permanent type will
be considered first.

1. PERMANENT MYXEDEMA FOLLOWING TREATED THYROTOXICOSIS
A. Rarity

In the pioneer days of goiter surgery, when thyroidectomies were
usually -complete, post-operative myxedema was very common,
occurring in at least 33 per cent of the cases thus treated.* It was
noted, however, that when thyroidectomies had been partial the
incidence was only 1 per cent (1). The latter method soon supplanted
the former, with the result that permanent myxedema became, and in
general has remained, a practically negligible sequel to the surgical
treatment of goiter.

Judd (2), in observations on the surgery of the thyroid states ‘“In
our series of cases we have not observed a permanent post-operative

1 This study was aided by a grant from the Proctor Fund of the Harvard Medical
School, for the Study of Chronic Diseases.

2 Fellow of the National Research Council. Research Fellow in Medicine at the
Harvard Medical School and at the Massachusetts General Hospital.

3 Research Fellow in Medicine at the Massachusetts General Hospital.

+ This refers to cases of “simple” goiter.
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348 MYXEDEMA FOLLOWING THYROTOXICOSIS

myxedema, and in many instances a very large part of the thyroid has
been removed.” Jordan (3) states that post-operative myxedema
occurred in 0.9 per cent of a “primary hyperthyroidism” series of
533 cases treated by subtotal thyroidectomy and in 0.9 per cent of a
“secondary hyperthyroidism” series of 320 cases treated by various
types of partial thyroidectomy. Smith, Clute and Strieder (4), how-
ever, in a more recent (1928) publication from the same clinic, report
that in 100 patients followed for 1 year or more after subtotal thyroid-
ectomy, their incidence of post-operative myxedema has increased to
15 per cent. This they attribute to the recent practice of removing a
larger portion of thyroid gland than formerly, and also to the post-
operative use of iodine. Elliott (5), in a study of the results of
thyroidectomy for toxic goiter, gives figures showing that of 74 cases
undergoing a maximal subtotal thyroidectomy, 3 showed evidence
of post-operative myxedema. Jordan, Smith, Clute and Strieder
and Elliott do not state whether the myxedema was temporary or
permanent.

The statistics of the Thyroid Clinic of the Massachusetts General
Hospital indicate that following either x-ray treatment or subtotal
thyroidectomy, permanent myxedema is a rare occurrence. A sub-
total thyroidectomy in this hospital involves the removal of at least
three-fourths and usually five-sixths to seven-eights of the gland.
Todine has been used for several months post-operatively in many
of the cases since the year 1924. The type of x-ray therapy used in the
majority of instances was the exposure of both thyroid and thymus
glands to about two-thirds the erythema dose. Treatments were
usually given 3 to 4 weeks apart. During the period 1915-1926
inclusive, 465 cases of toxic goiter (for the most part exophthalmic
goiter) were treated as follows:

130 by x-ray only. i

213 by subtotal thyroidectomy only, in one or more stages.

122 by more limited operations, often with x-ray in addition, or else by sub-
total thyroidectomy and x-ray combined.

Only 8 cases of myxedema which was apparently permanent were
observed among the above 465 cases, i.e., about 2 per cent. Five of
these occurred after x-ray treatment, 1 after subtotal thyroidectomy,
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and 2 after a subtotal combined with x-ray. Thus, after x-ray alone, |
the incidence was about 4 per cent, and after subtotal thyroidectomy
alone, about 0.5 per cent. Approximately half the patients were
followed from 1 to 11 years after treatment. Even allowing for the
deficiency in follow-up work and for the comparatively small series, the -
incidence of permanent myxedema is distinctly low. A temporary
edema suggesting myxedema (6) is a common sequel to treatment for
toxic goiter, as also is permanent low metabolism without myxedema
(7). It should be kept in mind that we refer to neither of these when
stressing the rarity of permanent myxedema.

B. Clinical picture, and types of response to thyroid therapy

In this paper are presented 9 cases of permanent myxedema follow-
ing treatment for toxic goiter.® Table 1 gives skeleton outlines of the
clinical and basal metabolic histories on the four cases not charted in
the text.

The term “permanent” necessarily must be used in a relative sense;
for even in instances where, on omission of thyroid extract, or its
decrease below the maintenance dose, the myxedema has been shown to
persist a year or more after its onset, e.g., case 1 (fig. 1), case 4 (fig. 4)
and cases 6, 7, 8 and 9 (table 1), there is no guarantee that it may

® One case (case 3) occurred after treatment in another clinic, thus explaining
why it is not included in the figures for the incidence following treatment in this
clinic. The clinical history of this patient when he was thyrotoxic has been
reported by Means, J. H., and Richardson, E. P., The Diagnosis and Treatment
of Diseases of the Thyr01d Oxford University Press (In press). Lab. No. 3947,
Chapter 5.

Early data on 4 cases have been reported as follows:

Means, J. H., and Aub, J. C., The Basal Metabolism in Exophthalmic Goiter,
Arch. Int. Med., 1919, xxiv, 645: Lab. No. 66 (case 4 in this pa.per) Lab. No. 33
(case 6) and Lab No. 40 (case 8).

Means, J. H., and Holmes, G. W., (8): Lab. No. 66 (case 4), Lab. No. 628
(case 5).

Holmes, G. W., (13): Lab. No. 628, (case 5) (X-ray No.3933).

Means, J. H., Hyperthyroidism—Toxic Goiter, Med. Clin. of North America,
1920, iii, 1077: Lab. No. 33 (case 6).

Practically complete data on 2 cases have been reported as follows:

Means, J. H., and Holmes, G. W., ibid., Lab. No. 33 (case 6).

Means, J. H., and Richardson, E. P., ibid., Fig. 37, Lab. No. 4103 (case 9).



MYXEDEMA FOLLOWING THYROTOXICOSIS

350

1 dTdVL

ewdpaxAur oN 695 | 9s |+ ST6T ‘T Areniqay
euIapaxAu ON 09| 09 |6+ £z61 ‘1T dunf
E&»@w&.ﬁ»& .\.a IUILNINY h—md—u SSII7 ‘518 Jod.-uuo vmo.fﬁ:p 6l .Nﬁ uOn—OuoO
Te61
PpenIWo proIAyy, ‘1 19qopQ Imoqy
Aqrep ssqJ 's18 “oenxs ploihyy, | 695 | 6% | SI— 7261 0€ PIEN
Pa13iwo proIfyT, TT61 ‘0T YoIeW
PM s'1s| ¥ | 1— | 1261 ‘61 TqUInndsg
Aqrep
sS[A 'si8 0 pesearoul plOIAYL | 0'8S [ ¢S | €1— 1Z61 ‘€1 dunf
pasoxdutt Yonpy S$'8s| 09 |8— 1261 ‘1 2unf
pwapaxfyy | Alrep ssA] 'si8 “yoenxa ploIAyL (019 | ¢S | 0T— 1261 ‘91 A2
WP
-xfw jo swoydwAs jo 33suQ 0Z61 ‘1quiaydag
BWOPIXAW ON  ‘TPM 06S | 9s |¥v1— 6161 ‘S AeIW
PM 6161 ‘Tudy
PM 009 | €2 |1+ LT6T ‘T Arenigag
1UUIDI4Y KD4-X YIX1S 9161 ‘S Ainf
pasorduy Les| 96 | 1s+ 9161 ‘g ounf
TUaUNDIL ], KDA-X 154%,] ST61 ‘€1 1390320 $¢ 38y
uoneInp €€ 'ON "qe7T
S1eaf g Jo 103108 orwireyyydoxy 0'0S | fo1 | 8L+ ST6T ‘T 13q030 SEIN| 9
w3y 142 43¢
k2334
930U [EIIUILD) JuourjeaI], 1y8em | 9sig .w&:wm: areQ@ wondusaq -MM“E
[eseq
51502101048}

40f yuaupoasy Susmoyof DuwapItius JuanousId fo SISDI PAADYIUN ANOS Y} UO SILOISHY IHOQDIIU TDSDQ PUD (DIIULLD fO SIUNO UOPYS



351

WILLARD OWEN THOMPSON AND PHEBE K. THOMPSON

ewIopaxAw oN

puapaxhus Jo 29Ud44n29y

DUIPIXK U JO 9IUI4NITY

kM

BWOPd
xfw oN ‘pesoxdun yonpy

DUIPIXE I
stsojAydourropidy

uoryediysuod
jureidwod  4£[uQ
fea utoq
SIS0DIX03014Y3 JO DULINIIY
pasoxdury

potem st

197103 orureyjydoxyy

pasiwo proifyy,

Apyep ss] =18 pro1fyy,
PaTITWo proIAyy,

Aqvep ssA ] "s18 ploifyy,

paviwo s,[o8n" pue proikyy,

Arep ‘4 "I uoun|og so3n

Aqrep

Aqrep ssqJ 'si8 joenxd ploifyg,

I3y
JUIMIDISY KD4-X YU ]

199

ss77] "s18 0} pasealop prolfyy, |
Arep ssA ] 's18 ‘profyy, |
pentwo proafyy, |

uauDasy £04-% 1548 |

'z

€'C8

v'9s

oL

08

001

| ¥T—

€—

-
81—

*I

v+

oz + |
WM~|

01—
9T—

8761 ‘8T Arenuef

LT61 ‘Isndny

LT61 ‘p dunf

Lz61 ‘p1 udy

LT61 ‘97 Areniqaq
1261

‘1 Areniqag Inoqy

LT61 ‘9T Arenuef |

9761 ‘8T 1quIade
9761 ‘LT IqudAON

9Z61 ‘ST YoIBl |

$z61 ‘71 Arenusf
€261 ‘LT 129010
€761 ‘0z dunf
€261 ‘¢ sunf

£T61 ‘ST Ao

£z61 ‘gz 1udy |

€761 ‘vz udv
7761 ‘o¢ Arenue[

1261 ‘g Avenuef |
6161 ‘07 Lienuef |

8161 ‘1T Areniqag

L1671 ‘T udy |

9161 ‘0T A2\
€161 ‘Anf

6T 93y |
1961 "ON ‘qe]
T




MYXEDEMA FOLLOWING THYROTOXICOSIS

352

Amrep
ssA7 'si8 (s nouury) 30N
-X3 PploIAYL, ‘pepfmo  sJo3ng

9261 ‘Sz dun(

89| 89 |St— 9z61 ‘1z dun(
DudPIxk I uonnjos sjo3nT | 6°€9 | 8L | Z1— 9z61 ‘g oun[
‘9z61
~ ‘Arenuef 0ouls BIUIWEIEI ON
'soyoepesy  Joj 3daoxo [PM 9761 ‘1z dy
9761 ‘07 Arenuef
eL3RYLIOUW N stAJad jo Judunyean) Le1-xX 0} 9761 ‘¢ Arenuef
™M S'19 | ¥8 S— SZ6T .‘¥T 139010
eideql .
~I0UdJA ‘BIUIdUR AIBPUOIIS udd[ds Jo Juounyea1} Le1-x SZ6T ‘71 Iaquadag
s15001X0}01413 ON SZ61 ‘7 1equiaydog
uoryerado aours [P 0’19 | 08 9— $T61 ‘97 19quIdAON
panwo s josnT $T6T ‘ST 1990300
Kuioya prossyy mo1gns $T61 ‘8 1940320
' 0'¢9 | 29 91+ | %261 ‘0¢ 10quuadag
. uonnjos s;jo8ng P61 ‘97 1quuaydag
aanqrey [eIp1edoA Y ok Kos-x pay T ¥$261 ‘ST 0quaydag
JuduraAoxdut swog i 0¥ | ¥6 os+ | ¥z61 ‘01 10quiaydag
uouasy KD4-% 1548 v £z61 ‘0f Tudy
o1 | ¥e+ €261 ‘ST dy
siiyd4s ayey  eqgdowspy
"SISOOIX030IAY}  JUASISIG 0°¢s | zeT | ¥9+ | €261 ‘07 Lreniqag LT 98y
uorjyeImnp SYIUOW 0% 'ON 'qe1
81 jo 139103 Orureyigdoxy 1sa1 pue 321 | 8°SS | €01 | 8T+ ST61 ‘6 1quaAoN ‘N 'd TN 8
‘udy 1429 4o
aer
s9j0u (B Juounealy, 1g8M | 9smg M—a—uu. aeq wonduosaq ._Mmmlmvsn
: Teseq

panunguod—1 ATAV.L



353

WILLARD OWEN THOMPSON AND PHEBE K. THOMPSON

BWOPOXAW ON  ‘TPM

Tss| 89 |e— 8761 ‘0T AIn[
TWOpaxAwW jo Anep J "W sJo3n]  -Aqrep
swojdwAs M) © JO aousuingay |ssfyT 's18 o3 pesearowr proikyy, | ¢'6 | 61 | 41— 8761 ‘0F YIE
BWOpIXAW ON  [RM , TsS| e | s— LT61 ‘¥1 1940300
pannwmo so3nT | 6'%S | 7L | €+ LT61 ‘ST Amf
. v Arep .
- |ss] 's18 03 pasearoop proifqy, [ 9'¢Ss | ¥, | o+ LT61 ‘of dunf
BWIPaxATx ’
ON ‘pesoidurt - gonw LIA _ s'es| 8 | 1— LT6T ‘8T Tudy
. panun
| -uod sjo3ny  -Anep ssyrr
PWIpaxAY (‘813 (sanouy) 0eNFd PloikqL | £°09 | T, | TI— | 42Z6T ‘ST Avenigag
_ T'8S | ¥L | Lz— | 9761 ‘ST 1qudAoN
DUIPIk I 6°¢s | ¥8 | ¥€— | 9761 ‘ST 1quundog
peaoxdurt Yoy Sev| s9 |9+ 9761 ‘9 Isn3ny
Kwopoaprosfy tpjopng : 9761 ‘0¢ Amf |
, 8'Th | 08 |ce+ 9761 ‘67 Amf
: uonn[os sJo8n| 9261 ‘0 A P9 23y
uorjeInp £0T% "ON "qe]
8134 7 J0 333103 orureryyydoxy sey | ar |+ 9761 ‘61 AIn[ H'q SIN
BURPSXAW ON  ‘TIPM 869 | 08 |SI— 8761 ‘9T YoIEy
vwapaxfus fo o
Suorguls maf v fo ussmizy Aqrep ss7 's13 ‘pro1kql, [ 0'69 | ¥8 | 01— LT61 ‘ST udy
M "palITWO proIfyy, LT6T ‘ST YoIER
ewIpaxAm Aqrep
ON ‘poaordwnt wonw A1A |ss77 "si8 0} paseaadsp PlOIAYL | $'€9 | 8L | ¢+ - 9261 ‘0€ Amf




354 MYXEDEMA FOLLOWING THYROTOXICOSIS

not disappear eventually as it did in case 11 (fig. 6). Moreover, 3 of
the cases have never been tested by omission of thyroid therapy for a
length of time sufficient to ascertain whether or not the myxedema
would recur. ,

The diagnosis of myxedema was definite in all the cases except no. 8
(table 1). She had no noticeable edema, but her subjective symptoms

s —— o0
[ ] | 1 I I |
% | CASE NO.1 ! l IFI \.'{o.[
-]
B 00-0—0—0—0’/\0 %/°\ ] E &
AN v J:oo 0
=% \
_—d N /.I \Jd%
+40 \ i
1

420

Fic. 1. LaB. No. 1505. Miss F. F. T. AGE 47. PERMANENT MYXEDEMA
OCCURRING WITHIN 3 MONTHS AFTER X-RAY THERAPY (X) PRECEDED
BY SuBTOTAL THYROIDECTOMY (ABOUT 3 YEARS BEFORE FIRST
METABOLISM DETERMINATION) FOR EXOPHTHALMIC GOITER

Marked exophthalmos persists to date. Maintenance dose of thyroid extract is
3 grains daily. In this and subsequent charts, black areas denote Lugol’s
medication, and cross-hatched areas, thyroid medication.

were characteristic and disappeared on thyfoid,therapy. Case 2
(fig. 2)¢ is typical of the group, and, when myxedematous, presented
the following signs and symptoms:

She was dopey, lacked energy, had a poor appetite, fatigued very easily and felt
cold all the time. She had dyspnea on exertion. Her speech was slow and thick

¢ We wish to thank Dr. E. P. Richardson for the use of the data on this case.
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and her memory was poor. Her face was expressionless and her eyelids puffy.
Her skin was rough and dry all over her body and her hair was dry and coarse.
Her thyroid was just palpable, firm and irregular, the right lobe being larger than
the left; whereas, when she had thyrotoxicosis, her thyroid was described as a
““large, firm, vascular goiter, with a loud bruit and thrill.”

On thyroid extract, she improved markedly. Her old hair gradually fell out as
new hair grew in. Her skin peeled and became soft and smooth. There was much
less dyspnea on exertion. The puffiness of her face disappeared and her expression
became much brighter. She talked more quickly, was stronger, alert and
energetic.

Lomanes J .
BMRE | I | | | [ | I | |
% CASE NO.2

+40

+20

Fic. 2. Las. No. 798. Miss A. K. R. AGe 17. ONSET OF MYXEDEMA ABOUT 5
YEARS AFTER X-RAY THERAPY (X) For ExoPHTHALMIC GOITER

Maintenance dose of thyroid extract is 14 to 3 grains daily

In his reaction to thyroid therapy case 3 (fig. 3) presents an interest-
ing contrast to cases 2 (fig. 2), 5 (fig. 5), 1 (fig. 1) and 4 (fig. 4). The
latter group show the typical response in myxedema, where 1} to 3
grains of thyroid extract (Armour’s) daily is usually sufficient to hold
the basal metabolic rate at standard normal. In case 3 (fig. 3), how-
ever, the metabolism tended to remain at a low level, even when the
patient received 6 grains of thyroid extract (Burroughs Wellcome)
daily and was clinically well. When his rate was raised to minus 2
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per cent by a dose of 12 grains daily, he developed thyroid intoxica-
tion, i.e., he suffered from palpitation, dyspnea and precordial pain.
These symptoms disappeared promptly when thyroid was omitted.
We have shown (7) that the majority of our patients with permanent
low metabolism following thyrotoxicosis did not have myxedema and
for the most part appeared to be normal individuals, i.e., their low
metabolism was apparently a normal one for them. Like normal

e )

BMR T T T T T T T 1
% | CASE NO. &

K6

5

munrco:
o

+60_

A ~
Nee o v —180 45
]

N———e
SL.
-20 frevim _
-40__ nvngzm MYXEDEMA ]
W LUGoLS ors.
k“( [ R R R R B v i

0 10— 320 50 10 N —100 10 10 130 140
MONTHS

Fic. 4. Las. No. 66. Miss E. C. C. AGE 27. ONSET oOF MYXEDEMA 5 to 8
YEARS AFTER X-RAY THERAPY (X) FOR EXOPHTHALMIC GOITER

Maintenance dose of thyroid extract is 3 grains daily

individuals with a standard metabolism of plus to minus 10 per cent,
some of these patients required much larger doses of thyroid extract
than those required by cases of myxedema, in order to raise the
metabolic rate appreciably. One such patient developed thyroid
intoxication on 6 grains of thyroid extract; while her metabolism was
still low. Judging from his response to thyroid therapy, it is probable
that patient no. 3 has a low metabolism normally, regardless of whether
or not he still has myxedema.
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C. Late onset after x-ray therapy

One of the most striking features brought out by a study of these
cases was the late onset of the myxedema after x-ray therapy for
thyrotoxicosis. This has been previously noted by Means and Holmes

[ e J

BMR.]
%

| | T | i T
CASE NO.5 ! ! ! ! ! F
S
£

Fic. 5. LaB. No. 628. Mgrs. M. J. AGE 41. ONSET OF MYXEDEMA 3 TO 5
YEARS AFTER X-RAY THERAPY (X) FOR ToxIc GOITER

Symptoms noted shortly before radiation and removal of left breast for car-
cinoma (*). The patient is well and has a standard normal metabolic rate on
13 grains of thyroid extract daily.

(8) in two patients. In the 5 cases thus treated, the times of onset
were as follows:

Years after last z-ray
Case treatment
2 (fig. 2) 4t05
4 (fig. 4) 5to8
5 (fig. 5) 3to5
6 (table 1) 4
7 (table 1) 2to6

(In this connection, it is of interest that the onset of myxedema in the
case of temporary myxedema following x-ray therapy was also late,
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viz., 1 to 1} years after treatment.) The cases treated by surgery, or
by surgery combined with x-ray do not show this. In case 9 (table 1)
and case 3 (fig. 3), treated by subtotal thyroidectomy alone, and in
case 1 (fig. 1) treated by this form of therapy followed by x-ray, the
onset of the myxedema was within 3 months after treatment. In case
8 (table 1) the myxedema appeared to be due as much to artificial
inactivation of the gonads 6 months previously as to the subtotal
thyroidectomy performed nearly 2 years before.

II. PERMANENT MYXEDEMA FOLLOWING UNTREATED THYROTOXICOSIS

The Report on Myxoedema published in 1888 (1), states “In a few
cases the appearance of the symptoms of myxoedema hasbeen preceded
by exophthalmic goitre. It is not too much to say that in this aspect
all cases of exophthalmic goitre ought to be followed with more care.”
Cases of this nature have been reported at infrequent intervals in the
subsequent literature.

While probably a rare phenomenon in any case, it is particularly
rare at present, due to the fact that nearly all patients with toxic
goiter receive some form of treatment. For this reason the following
case—as far as is known, the only one on record in this clinic—merits
special consideration:

Case 10.7 Mrs. J. W. Lab. No. 4224. In September, 1899, when 23 years
old, she was in this hospital for repair of a femoral hernia. At that time it was
noted that she had a goiter, exophthalmos and a marked tremor. Her appetite was
ravenous and she was very nervous. She had palpitation and tachycardia, her
pulse rate averaging about 120 while in the hospital. A diagnosis of exophthalmic
goiter was made. Her symptoms improved with rest in bed, and she was given no
other treatment.

In 1907, in another city, she had “pneumococcal meningitis.”” Shortly after-
wards she developed swelling of the hands, face and feet, and was described as
having a “cow-like” expression. Her tongue became dry, her hair dry and thin,
and her nails hard. She was irritable, lacked ambition, and displayed no interest
in her family or surroundings. Her appetite was poor and she was always drowsy.
The diagnosis of myxedema was made. She was given thyroid extract, which
produced marked improvement. :

7 The observations on the protein content of the cerebro-spinal fluid and on the
basal metabolic rate on this patient are published elsewhere (9) (17).
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When next seen in this hospital in June, 1909, she was taking thyroid, but
irregularly. Her goiter and exophthalmos had disappeared. She had no edema,
her speech was normal and her facial expression “only suggestive, but not char-
acteristic of myxedema.” Her tongue was large, her hair and skin were dry and
she felt chilly. She began taking thyroid regularly and felt better. In December,
1910, it was regulated at 5 grains (Burroughs Wellcome) daily.

In the next nine years, she underwent four operations in other hospitals, two for
removal of Fallopian tubes, ovaries and uterus on account of menorrhagia, and
two for herniae in the scars. During this time, whenever thyroid extract was
omitted she became myxedematous again. In January, 1920, at the time of her
last operation, a high blood pressure was noted. Her dose of thyroid varied from
2 to 4 grains daily for some time thereafter. In April, 1926, she was in another
hospital because of a recurrence of her myxedema. She had her first basal metab-
olism determination, which was minus 28 per cent. She was discharged im-
proved on 3 grains of thyroid extract daily.

In September, 1926, she returned to this hospital because of failing vision. She
stated that she was taking 8 grains of thyroid (unknown brand) daily, but this was
doubtful in view of her symptoms. She looked myxedematous. Her face was
puffy. She was lethargic and always tired and sleepy. Her voice was hoarse,
her tongue large, her hair coarse and her skin dry. Her heart was enlarged and
her blood vessels somewhat sclerosed. Her blood pressure was %g Her basal
metabolism was plus 3 per cent and her pulse rate 80. Thyroid was omitted until
December 1926, during which time her metabolism fell to minus 20 per cent, and
her signs and symptoms became so pronounced that there was no doubt about the
diagnosis of myxedema. She had the high protein concentration in her spinal
fluid and the albuminuria so often present in this disease (9). She improved on
gradually increasing doses of Armour’s thyroid extract. The albuminuria disap-
peared and the protein content of the spinal fluid decreased markedly on this medi-
cation (9). Four grains daily, however, produced symptoms of thyroid intoxica-
tion, viz., nausea, vomiting, precordial and epigastric pain and palpitation. These
disappeared when thyroid was omitted for a short time. A dose of 2 grains daily
was resumed. This dose proved satisfactory, and maintained her metabolism at a
normal level for several months. There were no signs nor symptoms of myxedema,
and she felt as well as could be expected in view of her hypertension. After a
time, however, she developed marked precordial pain and palpitation with a basal
metabolic rate of plus 26 per cent. It was again necessary to stop the administra-
tion of thyroid extract. Her myxedema recurred. After an interval of 5 months,
3 grains of Armour’s thyroid daily was started, but in a few days caused a recur-
rence of her precordial pain. The dose was finally regulated at } grain of Armour’s
thyroid daily. This has maintained the basal metabolic rate at a normal level.
has caused no precordial pain, and her myxedema has not recurred.
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III. TEMPORARY MYXEDEMA FOLLOWING TREATED THYROTOXICOSIS

The Report on Myxoedema (1) states that there was “a tendency to
improvement or even to complete disappearance of the cachexia in a
certain, number of cases of operative myxoedema.” Since then, the
published observations on this phenomenon have been very few. A
case was reported by Setti (10) in 1907. In 1921 a case (Lab. No. 485)
following x-ray treatment at the Massachusetts General Hospital was
reported (11), (12), (13). Means and Holmes in 1922 (14) and in
1923 (8) reported this case and an additional one (Lab. No. 575).
Pfahler (15) in 1926 is quoted as having observed such a case.

The cases of temporary myxedema presented here are two on
record in this clinic, in which the diagnosis appeared to be definite.

If all our cases of temporary low metabolism following treated
thyrotoxicosis were counted as temrporary myxedema, the latter would
be a fairly common occurrence (about 12 per cent of the cases). We
have previously reported (16), however, that about 85 per cent of the
patients with temporary low metabolism showed no clinical evidence
of myxedema. Although some of these low rates without myxedema
seemed to be a transient return to the patient’s normal low metabolic
level, there were a certain number which could be explained best by
the hypothesis of a temporary hypothyroidism, not detectable clin-
ically. This, however, is not sufficient justification for including them
in a study of temporary myxedema. Then again, there are several
cases which, following treatment for toxic goiter, show, temporarily,
signs and symptoms which strongly suggest myxedema, the outstand-
ing feature being a puffy face (6), but due to the fact that such a
diagnosis is somewhat open to question, they also are not included
here.® On account of these uncertainties of diagnosis, it is impossible
to give any estimate of the incidence of temporary myxedema following
treated thyrotoxicosis, in this clinic.

Outlines of the clinical histories, and charts showing the course of the

8 In our papers on temporary and permanent low metabolism without myxedema
(16) (7), fifteen per cent of each group were cited as having had temporary myx-
edema. Later, with a low metabolism, these patients were symptom free. Fur- .
ther observation of similar clinical pictures has led us to question the diagnosis of
myxedema in several instances. Until more light is thrown upon the subject, we
prefer to call the syndrome a temporary post-operative edema.
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basal metabolism in the two cases in which  the diagnosis of myxedema
appeared to be definite, are given below:

Case 11 (fig. 6). Lab. No. 348.° Mrs. M. B. Age 38. In September, 1920,
8 months after 6 x-ray treatments (ending in January, 1920) for toxic gajter, she
was clinically well and had a basal metabolism of minus 3 per cent. In February,
1921, her metabolism was still normal, and the only symptom present was numb-
ness of the hands. She looked somewhat pale and her skin was a little dry. In
August, 1921, 1} years after the x-ray treatment, her metabolic rate was down to
minus 35 per cent. There had been a weight gain of 9 kgm. since 1920. She had
not been well for 3 months. She complained of numbness of her hands, general
weakness, pains in her legs on climbing stairs, and marked constipation. She felt
cold and did not perspire during the hot days. She appeared dull. Her face was
expressionless, her speech slow and her skin dry and coarse. Her lips were bluish
and her face and conjunctivae pale. A:diagnosis of myxedema was made. .

Thyroid extract was started. This produced marked improvement and raised
her metabolism to standard normal by September, 1921. On two subsequent
occasions, one in June, 1922, and one in August, 1922, when she omitted thyroid
for 3 weeks, her rate fell to minus 23 per cent each time, and she became tired and
slowed up. Her skin became dry and her face expressionless again. She resumed
thyroid and felt perfectly well. On November 9, 1926, at which time her metab-
olism was minus 11 per cent, thyroid was omitted. Her metabolic rate gradually
fell, until by March, 1927, it was minus 23 per cent. Until June, 1928, a period of
14 years from the time thyroid was omitted, it ranged from minus 8 to minus 22
per cent, with one observation of zero. There was no return of symptoms of
myxedema. Her hair and skin did not become drier. There was no evidence of
edema and no decrease ‘n strength and energy. She was not slowed up, never felt
like sleeping in the daytime, and could do all her own housework without fatigue,
rising at 6 a. m and retiring at 9 to 10 p.m. She looked well and insisted that she
felt just as well, if not better, than when taking thyroid extract.

Case 12 (fig. 7). Lab.No.2940.1¢ Mrs. E. B.C. Age48. This patient hada
subtotal thyroidectomy for exophthalmic goiter on December 10, 1924. Up to
March, 1925, her basal metabolism ranged from minus 10 to minus 16 per cent and
she was exceptionally well. By May, 1925, her metabolic rate was minus 25 per
cent. Her memory was failing and she was becoming weak and lethargic. Her

9 Earlier data on this case have been reported before as follows:
- ‘Holmes, G. W., (13) (X-ray No. 3740).
Means, J. H., and Holmes, G. W., (8).
More complete data have been reported by:
- Thompson, W. O., and Thompson, P. K., (7).
' 10.We wish to thank Dr. J. H. Means for the use of the data on this case, which
has been reported before by Thompson, W. O. and Thompson, P. K., (7).
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hair was falling out and her voice was becoming husky. A diagnosis of myxedema
was made. Thyroid extract (Burroughs Wellcome), 1} grains daily, was started
and gradually increased to 4 grains daily. While on this medication, her metab-
olism did not rise above minus 7 per cent, and usually ranged in the vicinity of
minus 15 per cent.  She felt well and had no symptoms of myxedema. In January,
1927, nearly 2 years after starting it, thyroid was omitted. From then until May,
1927, her metabolism ranged from minus 17 to minus 28 per cent, and she felt as
well as ever, except for some fatigue attributed to unusually heavy work that she

[ e d o— —s 0—0

BMR | | 1 T | T 1 I
% CASE NO. 12 L
+40 \ 48

0 2—5 " 10 15 20 25 30 35 40

Fi1c. 7. LaB. No. 2940. Mgs. E. B. C. AGE 47. ONsET oF TEMPORARY MYX-
EDEMA 4 TO 5 MONTHS AFTER SUBTOTAL THYROIDECTOMY (ARROW) FOR
EXOPHTHALMIC GOITER

For 4 months after first omission, and 74 months after last omission of thyroid
extract, the patient has remained healthy. Her basal metabolic rate is low, but
apparently this is normal for her.

had undertaken at the time of omission of thyroid. Thyroid in small doses was
given again, without any clinical or metabolic effect. In October, 1927, it was
omitted for a second time. Up to June, 1928, her metabolic rate was still low
(minus 18 per cent) and she had experienced no clinical change. She had plenty
of drive and energy, and was bright and alert. She was able to take full care of an
8-room house, run a chicken farm, and do a great deal of church and club work,
including lecture tours, without undue fatigue: in fact, she could outdo her friends.
There was no evidence of myxedema.
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Case 11 (fig. 6) showed a practically typical picture of myxedema.
In case 12 (fig. 7) it was much less definite, yet after careful question-
ing of the patient about her condition in May, 1925, as compared with
the present time, the diagnosis of myxedema seemed justified.

In each instance the myxedema was only temporary. The patients
remained healthy individuals long after thyroid therapy was discon-
tinued.

The late onset of the myxedema in case 11 is of interest, particularly
in connection with the late onsets in most of the cases of permanent
myxedema following x-ray treatment.

In case 12, the duration of the myxedema is unknown, as thyroid
therapy was continued for nearly 2 years uninterruptedly: but in
case 11 it was at least 1 year, evidenced by the fact that up to that
time, the myxedema promptly returned whenever thyroid extract was
omitted.

DISCUSSION

The small amount of normal thyroid tissue necessary to furnish the
body with a sufficient amount of thyroid hormone is remarkable, as is
well known from experimental observations on animals. The rarity of
permanent myxedema following subtotal thyroidectomy for toxic
goiter in man, indicates that one-sixth to one-eighth of a diseased gland
is, in most instances, capable of supplying body needs. Moreover, in
the days when thyroidectomies were complete, the very small remnants
or else accessory thyroids which were evidently overlooked, prevented
myxedema in two-thirds of the cases (1).

- In a discussion of the effect of any form of treatment for thyrotoxi-

cosis upon the incidence of myxedema, it is necessary to know the
incidence of the latter following the untreated disease. As far as is
known, no series of untreated cases of thyrotoxicosis has been followed
long enough and in sufficient numbers to ascertain this. At present,
when nearly all cases receive some form of treatment, such information
is very difficult to obtain.

The onset of myxedema so long after x-ray therapy in our series,
raises the question of whether the x-ray was the causative factor, inas-
much as myxedema may occur spontaneously in cases of thyrotoxicosis
which have never had any treatment. In this clinic, the incidence of
myxedema following untreated toxic goiter probably would not exceed
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that of myxedema following subtotal thyroidectomy, i.e., about 1 per
cent: whereas, after x-ray, the incidence was about 4 per cent. This
suggests that x-ray had a definite influence in causing the myxedema in
our series. The number of cases on which these figures are based
however, is necessarily so small-that one cannot place much reliance
upon such apparent differences in incidence. In any event, the
incidence of myxedema following x-ray therapy of the thyroid is not
great enough to constitute a contraindication to this form of treat-
ment.

If the myxedema be an x-ray effect, it is similar in its late onset to
such other x-ray effects as skin atrophy and telangiectasis, and is prob-
ably due to a very slow fibrosis of the thyroid gland tissue. Skin and
gland changes do not go hand in hand however. In only one case of this
series was there any evidence of skin changes. Case 4, treated in the
year 1916 before the technique was perfected, shows a small amount
of telangiectasis. Thus, if the myxedema be due to x-ray therapy,
sufficient dosage to destroy thyroid tissue in 5 cases, affected the skin
over the gland in only one case. On the other hand, we have a patient
first treated in the year 1915 who now shows considerable telangiec-
tasis, but who still has thyrotoxicosis. If the change produced in the
gland is in the nature of a gradual fibrosis, it evidently does not pre-
clude a restoration of gland function at a later date, as shown by case
11 (fig. 6), where myxedema occurred over a year after x-ray treatment
and persisted for at least 1 year, but did not recur up to 13 years after
omission of thyroid extract. Another x-ray effect which might be con-
sidered comparable to this is that of restoration of function of the
ovaries after it has been suspended by x-ray treatment. Here, how-
ever, the onset of the ovarian deficiency is immediate, and not delayed,
as may be the onset of thyroid deficiency.

The fact that the myxedema may be temporary has an important
bearing upon thyroid therapy. It shows the desirability of periodic
omissions of this medication in order to prevent unnecessary adminis-
tration, in a certain number of cases.

SUMM'ARY AND CONCLUSIONS

1. Myxedema following treatment for thyrotoxicosis may be
either temporary or permanent.

1
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2. The latter is a rare occurrence. Its incidence in this clinic has
been less than 1 per cent following subtotal thyroidectomy and about
4 per cent following x-ray therapy.

3. It may occur following untreated toxic goiter.

" 4. A striking feature of most of the cases in which the thyrotoxicosis
was treated by x-ray, was the late onset of the myxedema—up to 5
years after treatment. A myxedema of temporary duration may
begin as late as 1 to 13 years after the completion of such treatment.

5. Thyroid therapy should be omitted periodically in order to judge
whether the myxedema be temporary or permanent.
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