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SUMMARY: This study was undertaken to define hormonal (thyroid, gonadal and pituitary) changesin
25 critically ill Libyan male patients including acute myocardial infarction (AMI: 5 cases, age 45-62
years), congestive cardiac failure (CCF: 5 cases, age 44-56 years), respiratory failure (RF: 5 cases, age
34-48 years), acute renal failure (ARF: 5 cases, age 22-42 years), and diabetic ketoacidosis (DKA: 5
cases, age 35-60 years). Serum T3, Ty, fT4, TSH, testosterone (Test), LH, FSH and prolactin (PRL) were
estimated by RIA technique in patients during acute illness, clinical recovery and follow up aswell asin
Control Subjects (CS). During acute illness T3 levelsin all the patients were significantly reduced com-
pared to CS (p<0.05). T, levels were also significantly reduced in RF (p<0.02) and DKA (p<0.05) but
remained unaffected in AMI, CCF and ARF (p>0.05). Despite low T3 and low normal T, levels during
acute illness, TSH level was not elevated suggesting suppression of its secretion due to critical illness.
During recovery phase, T and T, levels were raised to normality (p<0.05) with marked elevation of TSH
level (P<0.05) suggesting recovery of hypothalamopituitary thyroid axis from stress inhibition of critical
illness. Therisein Tz and T, levelswas observed to be related to therisein TSH level suggesting that TSH
may have an essential role in restoring T3 and T, levels to normal during recovery from critical illness.
During follow up, T3, T4 and TSH levels were within normal ranges (p>0.05). The fT, levels remained
normal during various phases of illness. Serum TEST, LH and FSH levels were depressed significantly
during the phase of acute illness (p<0.05) except that LH levels remained normal in CCF, ARF and DKA
(p<0.05). During clinical recovery serum TEST, LH and FSH levels rose to normal suggesting existence
of transient hypogonadotropic hypogonadismin critical illness. Serum PRL levels were very high during
acute illness (p<0.02) which fell to normal levels during clinical recovery (p>0.05) except in case of RF
suggesting suppression of tuberohypophyseal dopaminergic neuron system in critical illness. During
follow up the hormone |level s were observed to be within normal ranges (p>0.05). Therefore, the hormonal
changes observed during the phase of acuteillnessin critically ill patients and suggesting hypothyroidism
and hypogonadismwere transitory in nature and taken as evidence for central suppression, most probably
hypothalamic.

Key Words: Non-thyroidal illness, hypothyroidism, hypogonadism.

INTRODUCTION

In a variety of acute non-thyroidal illnesses, low circu-
lating levels of thyroid hormones (T3, T,) without an asso-
ciated elevation in serum TSH have been shown to occur
in many studies (1, 3, 6). Although exact mechanism
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responsible for these changes and their significance is not
known, these changes are significant enough to be pre-
dictors of mortality (15). Despite the high mortality usually
associated with the low T, state, several investigators
have reported recovery associated with transient but
inconsistent rises in serum TSH (3, 6, 18). Several obser-
vations have raised the possibility of pituitary or hypothal-
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amic diseases contributing to the aetiology of the low cir-
culating levels of T3 and T, seen in some critical illness on
the pituitary-thyroid axis have been extensively studied,
there are less data available regarding gonadotrophins
(LH, FSH) levels in critically ill patients. Some reports are
available suggesting a good correlation between the
severity of the illness and the magnitude of decline in
serum testosterone level (14, 19). However, there has
been no consensus regarding the site of lesion in critical
illness whether central or peripheral (4, 13). The literature
survey has shown that no work of this kind has been
reported in Libyan patients. We have therefore evaluated
25 male Libyans admitted with various types of critical ill-
ness for the following serum hormones: triiodiothyronine
(T5), thyroxine (T,), free thyroxine (fT,), thyroid stimulat-
ing hormone (TSH), testosterone (TEST), leutinizing hor-
mone (LH), follicle stimulating hormone (FSH) and
prolactin (PRL) during phase of acute illness, clinical
recovery and follow up.

MATERIALS AND METHODS

Patients

The present study was conducted with informed consent on
25 male patients admitted in the intensive care unit of 7th April
Hospital, Benghazi, Libya with acute myocardial infarction (AMI:
5 cases, 45-62 years of age), congestive cardiac failure (CCF:
5 cases, 44-56 years of age), respiratory failure (RF: 5 cases,
34-48 years of age), acute renal failure (ARF: 5 cases, 22-42
years of age) and diabetic ketoacidosis (DKA: 5 cases, 35-60
years of age). During acute illness (first week of admission), 5
specimens from each patient were analysed for various hor-
mones. During clinical recovery which varied from three to five
weeks of admission, 6 specimens from each patient were sub-
jected to hormone analyses. The sera analysed during acute
and clinical recovery phase were randomly selected from the
various specimens received in the laboratory for routine bio-
chemical investigations and on the basis of clinical information.
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All the patients reported for follow up, 4-6 weeks after dis-
charge, whence fasting blood specimens were taken from each
of them for the estimation of basal hormone profile. The patients
with known thyroid disease, receiving massive blood transfu-
sion or having steroid and dapamine therapy were excluded
from the study. The sera from 25 age-matched healthy males
were also analysed to serve as the control group (CS).

Radioimmunoassay (RIA) of hormones.

The hormones were estimated by RIA technique using
Amerlex-125] kits of Amersham, England, except testosterone
(TEST) which was estimated by Gama B-125| testosterone kit
supplied by IDS Company, Usworth Hall, Washington, Scotland.
All the RIA kits were based on the principle of competitive bind-
ing assay. Each serum was subjected to duplicate analysis.
Three level controls (low, normal and high) were incorporated
with each assay. The intra-and inter assay coefficients of varia-
tion were 2.3% and 4.5% for T3; 3.1% and 6.5% for T,; 3,8% and
7.4% for fT4; 3.5% and 7.8% for TSH; 2.5% and 5.4% for TEST;
6.1% and 11.2% for LH; 4.20% and 9.6% for FSH; and 3.7% and
6.7% for PRL respectively.

Statistical analysis
The statistical significance of the results was evaluated by
Student's t-test.

RESULTS

The results of the analyses for Ty, Ty, fT, and TSH
levels during various phases are presented in Table 1.
During phase of acute illness T; levels in all the patient
groups irrespective of the type of iliness were significantly
reduced compared to CS (p<0.05). The T, levels were
also significantly low in RF (p<0.02) and DKA (p<0.05) but
remained unaffected in AMI, CCF and ARF (p>0.05). The
fT, levels were not affected during acute iliness. Despite
low T3 and low or normal T, during acute phase, TSH
levels remained normal (p>0.05). During clinical recovery,

Table 1: The serum T3, T4, fT4 and TSH levels (Mean£SD) in critically ill patients and control subjects (CS).

T3 (nmol/L) T4 (nmol/L) T4 (pmol/L) TSH (ulu/ml)
| 1l 1l | 1l 1] | 1l 1] | 1] 1]

Patients | AMI 0.8£0.1 | 1.840.2 | 2.2+0.3 | 8819 | 113+14 | 123+12 | 20+4 21+4 23t4 | 3.6+0.4 | 6.7+0.7 | 4.2+0.5

CCF 1.0+0.2 | 2.4+0.4 | 2.1+0.2 | 81+10 | 10649 | 128+14 | 2745 1644 2246 | 2.4+0.3 | 8.2+0.6 | 3.8+0.4

RF 0.8+0.1 | 1.440.3 | 1.840.3 | 3745 90+10 | 112+11 | 2143 18+4 18+5 | 3.840.5 [12.0+2.5| 5.0+1.0

ARF 1.1+0.1 | 1.44+0.3 | 2.1+0.4 | 80+8 | 108+11 | 120+12 | 2647 20+3 19+4 | 2.8+0.4 | 7.14£1.0 | 3.4+0.5

DKA 0.7£0.1 | 2.240.3 | 2.1+0.2 | 5847 | 118+12 | 118+12 | 254 19+2 20+4 | 3.1+0.3 | 6.8+0.7 | 3.8+0.4
Controls (CS) 2.340.3 1.30+14 20+3 4.1+41.0

I: Phase of acute illness. Mean+SD of 50 observations.

Il: Recovery Phase. Mean+SD of 60 observations.

236

Il: Followup. Mean£SD of 10 observations.
CS: MeantSD of 50 observations.
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T and T, levels raised towards normality as compared to
CS (p>0.05). However, serum TSH levels during recovery
phase, irrespective of the type of iliness, were significantly
elevated as compared to CS (p<0.05). During follow up,
serum T, Ty, fT4 and TSH levels were within the normal
range (p<0.05).

The effects of critical illness on the pituitary-gonadal
hormone axis are shown in Table 2. The TEST levelsin all
patient groups were decreased compared to CS during
acute illness (p<0.05) and were elevated to nearly control
levels during clinical recovery (p>0.05). The LH levels
during acute illness were significantly depressed (p<0.05)
in cases of AMI and RF; but were not affected significantly
(p>0.05) in cases of CCF, ARF and DKA. The FSH levels
in all the patient groups were significantly depressed
during acute illness (p<0.05). During clinical recovery both
LH and FSH levels were raised to normal levels (p>0.05).
During follow up TEST, LH and FSH levels were all
observed to be within the normal ranges. The mean level
of PRL in all patients was elevated compared to CS
during acute iliness (p<0.02), which fell to control levels
during clinical recovery (p>0.05) except in RF where PRL
levels were still significantly elevated (p<0.05). However,
during follow up the PRL levles in all patients were within
the control ranges (p>0.05).

DISCUSSION

Our findings of low serum total T3 and T, levels with-
out an associated elevation of serum TSH during acute
phase of critical illness were consistent with previous
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reports (1,3,6). Although the exact physiological basis for
low circulating levels of T3 and T, in critically ill patients is
at present unclear, it may represent a common metabolic
adaptation by the body to a stressful state for protein-
nitrogen conservation as is observed in chronic renal fail-
ure (7). It is possible that due to insufficient stimuli by
TSH, as a result of central suppression in critical iliness,
enough T, was not available for conversion to Ta.
Although we could not perform TRH stimulation test to
ascertain the site of central suppression-pituitary or hypo-
thalamic, some workers have reported evidence for pitu-
itary hyporesponsiveness to TRH (11) while others
showed evidence for hypothalamic suppression (5, 9).
However pituitary hyporesponsiveness was observed in
patients receiving high doses of exogenous corticos-
teroids and dopamine (2, 10) which was not the case with
our patients suggested that fall in TSH in acute illnesses
could be due to suppression at hypothalamic level. The
rise in TSH level followed by increase in T3 and T, levels
observed during clinical recovery suggested that TSH
may have an important role to play in restoring T3 and T,
levels to normal during recovery from critical iliness. In our
study on hormones of the pituitary-gonadal axis, we found
that during acute illness serum LH and FSH levels were
low or normal while serum TEST levels were grossly
depressed in all types of critical illness suggesting hypog-
onadotropic hypogonadism. However, these hormones
wer raised to normal level during clinical recovery sug-
gesting that the hypogonadism was transitory in nature
and could be due to central suppression in critical illness.

Table 2: The TEST, LH, FSH and PRL levels (MeantSD) in critically ill patients and in control subjects (CS).

Patients Normal Subjects
AMI CCF RF ARF DKA (C9)
TEST (nmoliL) [ 4.5+0.6 6.240.8 4.310.5 7.0£0.7 7.3:1.1 20.0+4.0
I 14.4+1.1 13.8+2.0 12.242.0 13.742.0 | 16.5+2.1
Il 12.2+1.0 14.5+2.1 11.9+1.4 14.441.0 | 14.6+2.1
LH (mlu/mi) [ 1.640.2 3.040.7 2.0+0.4 3.8405 3.5:0.4 5.0+1.5
I 4.140.5 6.4+1.0 5.840.7 7.4+1.2 6.8+1.0
1T 3.740.3 5.9+1.1 5.310.6 7.3:1.1 7.241.0
FSH (mlU/ml) [ 1.540.2 1.940.6 2.040.3 2.140.3 1.940.2 5.0+1.7
I 3.140.4 7.3:1.2 4.840.8 7.242.0 6.740.9
1T 2.940.4 6.2+0.8 3.90.6 6.7+1.0 6.940.8
PROL (ng/ml) [ 16.0£3.0 14.0+1.0 18.042.0 13.041.0 | 12.0+1.0 7.042.0
I 8.0+1.1 5.9+0.9 11.3+15 6.640.6 4.9+0.5
Il 6.0+1.0 5.5+0.7 8.8+1.0 6.1+0.7 4.9+0.6

I: Phase of acute illness. Mean+SD of 50 observations.
II: Recovery Phase. Mean+SD of 60 observations.
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I11: Followup. Mean+SD of 10 observations.
CS: Mean£SD of 50 observations.
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The normal response to Gn RH stimulation test in such
patients as reported by some workers (11, 19) suggests
that there is inadequate hypothalamic stimulation of
gonadotropes due to acute illness. The high PRL levels
observed in the patients during phase of acute illness
support the work of others suggesting involvement of
hypothalamus in critical illness (11, 16). It is known that
the predominant effect of hypothalamus on PRL secretion
is that of tonic suppression, an effect mediated principally
through dopamine secreted by the tuberohypophyseal
dopaminergic neuron system. There is loos of this
inhibitory action of dopamine in critical illness leading to
hypersecretion of prolactin (12). Many workers have
shown that increased endogenous opioid activity in
stressful states act on enkephalin and opiate receptors in
the hypothalamus leading release (8). Therefore, our find-
ings suggest that a transient hypothyroxenemia and
hypogonadism exist in critical illness due to central sup-
pression at hypothalamic level. The role of replacement
therapy in critical illness with hypothyroxenemia and
hypogonadism is uncertain. Although some workers
reported improvement in clinical picture after thyroxine
therapy (1), it was difficult to conclude whether the
improvement was due to replacement therapy or sponta-
neous recovery from critical illness. A double blind study
is required to ascertain the role of replacement therapy in
persistent hypothyroxenemia and hypogonadism in criti-
cally ill patients.

ACKNOWLEDGEMENTS

The cooperation of the staff of the Intensive Care Unit,
7th April Hospital, Benghazi, is gratefully acknowledged.
The authors wish to thank Mr. Gener R. Ronquillo for
typing the manuscript.

REFERENCES

1. Bacci V, Schussler GC, Kaplan TB : The relationship
between serum trijodithyroxine and thyrotropin during systemic ill-
ness. J Clin endocrinol Metab, 54:1229-1235, 1982.

2. Besses GS, Burrow GN, Spaulding SW, Donabedian RK :
Dopamine infusion acutely inhibits the TSH and prolactin
response to TRH. J Clin Endocrinol Metab, 41:985, 1975.

3. Carter JN, Carcoran JM, Eastman CJ, Lazarus L : Effect of
severe chronic illness on thyroid function. Lancet, 2:971-974,
1974.

4. Goussis OS, Pardridge WM, Judd HL : Ciritiical illness and
low testosterone: Effects of human serum on testosterone trans-
port into rat brain and liver. J Clin Endocrinol Metab, 56:710-714,
1983.

5. Hall R, Ormston BJ, Besser GM, Creyer RJ : The thy-
rotropin releasing hormone test in disease of the pituitary and
hypothalamus. Lancet, 7:759-763, 1972.

238

SHAAFIE, GIASUDDIN, ZIU, KHAZI

6. Hamblin PS, Dyer SA, Mohr VS, Le Grand BA, Lim C,
Tuxen DV, Topliss DJ, Stockigt JR : Relationship between thy-
rotropin and thyroxine changes during recovery from severe
hypothyroxinemia of critical illness. J Clin Endocrinol Metab,
62:717-722, 1986.

7. Lim VS : Protective adaptation of low serum triiodothyronine
in patients with chronic renal failure. Kidney Intern, 28:541-549,
1985.

8. Morley JE : The endocrinology of the opiates and opioid
peptides. Metabolism, 30:195-198, 1981.

9. Morley JE : Neuro-endocrine effects in endogenous opioid
peptides in human subjects: a review. Psychoneuroendocrinol-
ogy, 8:361-365, 1983.

10. Otsuki M, Dekoda M, Baba S : jinfluence of glucocorti-
coids on TRF-induced TSH response in man. J Clin Endocrinol
Metab, 36:95, 1973.

11. Quint AR, Kaiser EF : Gonadotropin determinations and
thyrotropin-releasing hormone and leutinizing hormone-releasing
hormone tests in critically ill postmenopausal women with
hypothyroxinemia. J Clin Endocrinol Metab, 60.464-471, 1985.

12. Reichlin S : Neuroendocrinology in Williams Textbook of
Endocrinology 7th Edition, London; WB Saunders Company, p
528, 1985.

13. Rudman D, Fleischer AS, Kutner MH, Ragio JF : Suprahy-
pophyseal hypogonadism and hypothyroidism during prolonged
coma after head trauma. J Clin Endocrinol Metab, 45:747-751,
1977.

14. Semple PD'A, Beastall GH, Watson WS, Hume R : Serum
testosterone depression associated with hypoxia in respiratory fail-
ure. Clin Sci, 58:105-106, 1980.

15. Slag MF, Morley JE, Elson MK, Crowson TW, Nutall FQ,
Shafer RB : Hypothyroxinemia in critically ill patients as a predictor
of high mortality. J Am Med Assoc, 245:43-45, 1981.

16. Tolis G, Goldstein M, Friesen HG : Functional evalution of
prolactin secretion in patients with hypothalamic pituitary disor-
ders. J Clin Invest, 52:783-788, 1973.

17. Wartofsky L, Burman KD : Alterations in thyroid function in
patients with systemic illness: the ‘enthyroid sick syndrome'’.
Endoc Rev, 3:164-217, 1982.

18. Wehmann RE, Gregerman RI, Burns WH, Saral R, Santos
GW : Supppression of thyrotropin in the low-thyroxine state of
severe non-thyroidal illnesses. N Eng J Med, 312:546-552, 1985.

19. Woolf PD, Hamill RW, McDonald JV, Lee LA, Kelly M :
Transient hypogonadotropic hypogonadism caused by critical ill-
ness. J Clin Endocrinol Metab, 60:444-450, 1985.

Correspondence:

I.A. Shaafie

Department of Laboratory Medicine,
Al-Arab Medical University,

P.O. Box 1558,

Benghazi, LIBYA.

Journal of Islamic Academy of Sciences 3:3, 235-238, 1990



	JIAS Volume 3, No 3
	A Study of Hormone Profiles in Critically Ill Patients: An Evidence for Hypothalamic Suppression
	Summary
	Introduction
	Materials and Methods
	Results
	Discussion
	Acknowledgements
	References

