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Abstract: Reflexions about immunoradiometric Tsh and Trh test during on Optimal thyroid hormonal therapy (Optimal
dosages and overdosages) as Pionnary Auto-immune Primary Hypothyroidism in Dakar [Senegal] gives us A Propose of
Whitaker Syndrome Case Report and THYROID GLAND AND ITS PEPTIDES OR ACTUALITYOF GENERAL
ENDOCRINOLOGY. Many peptides by their cell molecular metabolism in the thyroid gland are involved: mutations of
TSH receptor is linked to hormone resistance with congenital hypothyroidism; a new oroxigenic peptide, Ghrelin is
widespread in endocrine tissues; tachykinine is another novel peptide with endocrine paracrine effect. PTTG and FGF-2 are
prognostic markers of differentiated cancers; CRIF1 is a novel protein of nucleus interacting with Gadd45 and could
negatively regulate cycle cell progression and cell growth; mutations of RET protooncogene is now the best CMT
biomarker in the place of calcitonin in addition with CGRPU, CGRPf and Amylin; regulating proteins of CAMP, protein G,
Gi alpha 1, MAL proteolipid are identified near immunologic antigens involved in Grave’s disease, autoimmune
polyendocrinopathies. These peptides by their diversity of function support the concept of general endocrinology equivalent
of medical sciences. Bastenie P. A. classification is a bio-clinical semeiology that could be reviewed by doing the
integration of obesity as the incipient stage of epigenetic thyroid turnover of deiodinase realizing an inactive TSH. Thus
primary hypothyroidism in an historical-technically point of view can recognize since Bastenie: -1 Atrophic thyroid
myxedema with: low T4 and low T3 and High TSH and TRH positive. -2 Mild hypothyroidism where only TSH is High and
TRH Test positive. -3 Infra-clinic hypothyroidism where only TRH Test is positive. -4 Compensated thyroiditis where only
auto-antibodies are positive. -5 Common obesity where deiodinase turnover is only disturbed. Iodine regulates nutritional
metabolism probably via the microbiome. Thyro-diabetes has concerned clinicians. Endocrine disruptors have come to
recall us if necessary that thyroid gland is a gate keeper of the environment which in our approach is the testimony of
primordial role of mineral iodine in the majority of living beings. Here are the perspectives of General Practitioner of
Endocrine Diseases and Clinical Medicine Department.
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1. Introduction

We have reported a linked thyroiditis to renal multiple
complications [1] encountered in our settlement as 1978
Intern of Medical Anthropology Applied to Development and
Health [at pavilion Laveran of chair of clinical internal
general medicine practitioner] and 1995 Senior Student for
the Advancement of Science in Serving Science and
Technology [at the new York academy of sciences in
endocrinology and computer science] and encountered a
second case as retired in which was showed renal glomerular
amyloidosis with tubule-interstitial impact.

Those facts decided us to review the literature as a
commentary our main work of student for the Advancement
of Science in a Multicentric Hospital Clinical Forms of Sub-
Saharan Auto-immune Peripheral Hypothyroidism with the
optimal dosages of the treatment of primary hypothyroidism.

[1].
2. Material & Methods

Setting: clinical medicine division of Internal Medicine
[Dakar University Faculty of medicine pharmacy and
dentistry] Pr. Dean Marc Henri Christian Sankale
Corresponding National Member of Academie Nationale de
Medecine de Paris (1978).

Internship visiting consultation: bedside daily examination
[pavilion Laennec Sector] Pr. Yacouba Issagha Toure

Nephrology Necker-Enfants-Malades corresponding
affiliated. (1982)
Residency tele-service: http://www.auf.org Pr. Jean

Lubetzki [medical sciences of Lariboisiere Hospital] (1984).
Master of sciences: http://www.salk.edu Pr. Roger Charles
Louis Guillemin Chairman in endocrinology (2000).

Post doc fellow: college-de-france.fr Experimental
Medicine Pr. Monique Vincens Cyto-histo-anatomo-
pathology (2019).

We have reported a linked thyroiditis to renal multiple
complications [1] encountered in our settlement as 1978
Intern of Medical Anthropology Applied to Development and
Health [at pavilion Laveran of chair of clinical internal
general medicine practitioner] and 1995 Senior Student for
the Advancement of Science in Serving Science and
Technology [at the new York academy of sciences in
endocrinology and computer science] and encountered a
second case as retired Senior in which was showed renal
glomerular amyloidosis with tubule-interstitial impact.

3.2. Laboratory Investigation

3. Results

3.1. Case Report Data

M. S. T., 37 years old, residing in Cap-Vert Region, was
hospitalized in March, 22 1983 for effort dyspnea, and
generalized edemas.

Aspect and disproportionated age and height of the
patient, pulse at 39, temperature at 36 Celsius degree, just
tolerable psychism associated with disharmonized dwarfism
had oriented us towards a thyroid disease. Clinical
examination and laboratory investigation had evidenced a
global cardiac insufficiency [GCI], with non-visible neither
palpable cardiac choc point, cardiac dullness enlarged area,
deafer heart noises but regular rhythm, big cardiac liver
with jugular-liver reflux, a low voltage generalized to all
electro-cardio-graphic examination areas and enlarged heart
as a “theiere” at the radiography. Here was a pericardia
effusion with global cardiac decompensation. The skin was
covered with multiple xanthomas. The patient also hold
hernia on under umbilicus white line. After biological
confirmation of hypothyroidism clinically suspected
opotherapy was conducted progressively. After treatment of
a month duration, we assisted to a quick cardiac well-being
of the GCI and the disappearance of cutaneous xanthomas.
Radiologic status of the patient evidenced hypothyroid
osteopathy, multiple stones of urinary tracts clinically mild
and nephrocalcinosis.

Research of aetiologia of opacity radiology of multiple
stones revealed to us existence of metabolic acidosis with
normal kidney function, without anion ionic gap but
hypercalcemia. Laboratory findings are on Table 1.

A persisting pain of right hypochondria in this context had
shown us possibility of gallbladder lithiasis that was
confirmed by echography and cholecystography.

Two surgical acts successively had permitted to extract
ureteral calcic stones [five on the left, two on the right] and
the cholesterol gallbladder stone, and to do the cure of
umbilicus hernia.

During the surgical act, the surgeon discovered fortuity a
“kissing ulcer” of duodenal bulb for which truncular
vagotomy was done.

Surgery acts were without complication in the immediate
evolution and the patient had a well-being in this time under
opotherapy and discontinued alcalinisation.

Table 1. Laboratory Findings.

Before treatment After 3 months of opotherapy 1984 1985 1986
Calcemia 114 mg/1 95 mg/1 109 mg/1 105 mg/1 102 mg/1
Calciuria 107 mg/1 100 mg/1 - - -

Positive at 1/80
Positive at 1/100

Auto-antibodies anti-thyroglobulin

Auto-antibodies anti —microsomal
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Before treatment After 3 months of opotherapy 1984 1985 1986

17 OH CS 2,95 mg/24 h (N = 3-8) - - - -

17 ketos 3,85 mg/24 h (N = 10-30) - - - -
Glycemia 0,80 g/l 0,90 g/1 0,70 g/l 0,80 g/l -
Creatininemia 10 mg/1 12 mg/1 10 mg/1 15 mg/l 13,86 mg/1
Alcaline Reserve 7,9 mEq 9,5 mEq 2,16 mEq ? 27
Fixation /"**! Patent hypo fixation - - - -

PTH 23 mg/l (N =20-45) - - - -

25 OHD 14,8 ng/l (N = 5-30) - - - -

Achill gram reflex 310 ms - - - -
Echography Galbadderiass : - :

Total Lipids 10 g/l 7 g/l 8 g/l - -
Cholesterol 2,60 g/l 1,70 g/l 1,65 g/l - -

T; test Normal - - - -

TSH 189 mU/1 - - - -

Total Thyroxine T 19 nmol/l (N = 80-140) - - -

Free T4 ITL 3 pg/dl (N = 14-45) Normal Values - - -

Anatomic-histological biopsy in a same patient reordered: Amyloidosis of the kidney glomerular and tubule-interstitial impact. [2018]

4. Discussion

Related since 1895 by Exald quoted by Ducros, this
myxedema and diabetes association appeared in long time
as scarce...Since refinement recently of thyroid essays
means, hypothyroidism epidemiology has been marked by
growing prevalence mainly in female sex and elderly.
Elsewhere, description has been scarcely. Thus, Trowell
outside one case, reported no any case before 1960 in
Africa. We reported one potential glucose tolerance
abnormality in a case. The diabetes of type II was non-
insulin dependent and of plethoric type in 3 cases. In 2
cases diabetes was after and revealed by cardinal signs of
polyuria-polydipsia type. Reversely, in the late case
diabetes was anterior for 5 years to hypothyroidism; it was
screened systematically at the surge of an abscess of the
groin in a subject genetically exposed and just presently
without any hypothyroidism manifestation.

Obesiologic note: Authentic dissertations have traced
the pathogenesis link of X polymetabolic syndrome: Ord
and Gull [late 1800], Jean Vague [1945] “apple” or «pear”
obesity, the research of Hans Selye [towards 1960],
concepts of Neufeld, insulin-resistance of Reaven
[towards 1980], Samuel Refetoff description of thyroid
hormone resistance syndrome and finally D. J. P. Barker,
towards 1992 reported fetal and infant origins of adult
diseases by trans generationally epigenesis; elsewhere
graduated by Bastenie P. A., towards 1937 and Reginal
Hall and David Ormston in early 1970. Our group in
internship report at Semaine des Hopitaux de Paris has
described auto-immune thyroiditis [2-10] with poly-
visceral complications [hypercalcemic lithiasis with
normal PTH, kissing ulcer and cardiomyopathic anasarca].
In 24 cases of primary hypothyroidism in our inaugural
dissertation of 1984, march 28, with those of Joslin’s 1985
textbook we apologize the large spectrum of endocrine

diseases in the association of endocrinopathies and
diabetes mellitus [11-20]. In fact evidence through 202
cases of maternal diabetes of a probable intra-uterine
factor in non insulin dependent diabetes named type II in
one of our dissertation has allowed us to argument in the
hypothesis of D. J. P. Barker.

Insulin like growth factors nutritional regulation: IGFs I
and II are structurally linked to insulin hormone. These IGFs
are of 7.5 kilo daltons comprised between 70 to 67 residual
amino-acid for respectively four domains designated A, B, C,
and D as identified. Nutrition is the main regulator of
circulating human IGFI. Energy and proteins are very
important in the regulation. The liver by its receptors in GH
plays a role depending on the severity of nutritional gap.
Decline of IGF-I gene expression is mainly caused by
nutritional defect and less importantly by nutritionally
inducted hormonal changes [insulin and T3]. Two recent
datas demonstrate that nutrients can also regulate biological
action of IGF-I directly or indirectly through proteins linked
to IGF-I [IGF Bps].

Sounds about X polymetabolic syndrome [a propose of an
potentially abnormal gestational tolerance of glucose and
primary hypothyroidism in a French citizen living in Dakar]
call us to the suiting ideas:

In Clinical Medicine in Dakar, iodine nutrition is
distinguished in four cases by diabetes: calcic with a case at
Semaine des Hopitaux de Paris in 1988 [21-30] and mellitus
in three cases in Black Senegalese Women in the inaugural
dissertation of Marie Safetou Ka-Cisse in 1986.

5. Conclusion

Iodine regulates nutritional metabolism probably via the
microbiome. Thyro-diabetes has concerned clinicians.
Endocrine disruptors have come to recall us if necessary that
thyroid gland is a gate keeper of the environment which in
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our approach is the testimony of primordial role of mineral
iodine in the majority of living beings.

General conclusion: Bastenie P. A. classification is a bio-
clinical semeiology that could be reviewed by doing the
integration of obesity as the incipient stage of epigenetic
thyroid turnover of deiodinase realizing an inactive TSH [31-
40]. Thus, primary hypothyroidism in an historical-
technically point of view can recognize since Bastenie:

1. Atrophic thyroid myxedema with low T4 and low T3

and High TSH and TRH positive.

2. Mild hypothyroidism where only TSH is High and TRH

Test positive

3. Infra-clinic hypothyroidism where only TRH Test is

positive.

4. Compensated thyroiditis where only auto-antibodies are

positive.

5. Common obesity where deiodinase turnover is only

disturbed.

Here are the perspectives of General Practitioner of

Endocrine Diseases and Clinical Medicine Department [ 1-42].

Since the introduction of third generation of the TSH assay
methods, TRH test remains only essential for limited domains.
But for some authors, application of immunoradiometric assays
combined with TRH test have not sufficiently evaluated as
remarked by some authors. Thyrotrophic cell has a potent
desiodase and active in normal subject explaining the strong
correlation between T4 and TSH. Interindividual variability of
the activity of desiodase enzyme is very possible because of
genetic polymorphism. We have studied prospectively and
determined in and homogenous patients population with treated
primary hypothyroidism, a real overdosage by an abolished first
generation immunoradiometric TSH to TRH and given optimal
dosage of levothyroxine during substitutive thyroid hormono-
therapy.

Our criterias for TSH reponse to TRH had for lower limite
a delta TSH of 4 Ul/ml, this is higher than lower level of 1
UlI/ml proposed by some authors. TRH tests as other dynamic
assays of anterior pituitary are useful to amplify subtle
abnormalities. A defect in reponse to hypothalamic hormone
can be caused by absence or dysfunction of pituitary cells or
elevated negative feedback by peripheral hormones. An
example of this situation is lost of response of TSH to TRH
in  thyrotoxicosis.  Finally, in incipiens primary
hypothyrodisme or thyrotoxicosis TRH test remains
particularly indicated even in presence of immunoradiometric
TSH assay.

Body weight/kg dosage in our patients is between those
proposed (1.72 + 036 microg/kg/d) and (2.08 + 0.58
microg/kg/d); the 2 series had a equivalent mean age with
ours. But patients older have received identical body weight
dosage (1.86 + 0.08 microg/kg/d) in patients 60 years older;
other authors haved proposed a lower dosage (1.60
microg/kg/j) for a mean age of 68 years.

The body surface/m? dosage allowing an euthyroidy is
67.3 + 14.1 microg/m?d in a serie while that its raises to
72.75 + 7.5 microg/m? in our serie; the mean age being
respectively 54 + 11 et 58 + 15 ans. In our patients treated

with levothyroxine, we have observed a daily/m? dosage
more correlated with delta TSH. This result is in
conformation with those of other authors. We have remarked
that this discrimination is less important in the group treated
by levothyroxine and triiodothyronine

We have not observed modification in cholesterolemia
during comparison of patients with delta TSH less than 4
micro Ul/ml with those with more than 4 micro Ul/ml. No
evident relation was observed when delta TSH was lower
than 4 micro Ul/ml. This fact signifies that modifications

leading to decrease delta TSH do not disturb
cholesterolemia.
Even if immunoenzymatic technical essay of first

generation was use in our study, our results are important [41;
42]. Because the population studied of 52 patients with 92
TRH tests under levothyroxine and association levothyroxine
and triiodothyronine has allowed to evaluate an optimal
hormonal control.
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