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Non-insulin- and insulin-mediated glucose uptake in dairy cows
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SuMMARY. Four mid-lactation Holstein dairy cows (mean milk yield on day of
experiments 26-1 kg/d) were used in a series of experiments to establish the
contribution of non-insulin-mediated glucose uptake to total glucose uptake at basal
insulin concentrations. A secondary objective was to determine whether somato-
statin affects the action of infused insulin. In part T of the experiment a primed
continuous infusion of [6,6-*H]glucose (452 pg/kg per min) was begun at time 0 and
continued for 5h. After 3 h of [6,6-*H]glucose infusion (basal period) a primed
continuous infusion of insulin (0-001 i.u./kg per min) was administered for 2 h.
Coincident with the insulin infusion, normal glucose was also infused in order to
maintain the plasma glucose concentration at euglycaemia. Part IT of the experiment
was the same as part I except that somatostatin was infused for 2 h (0-333 ug/kg per
min) instead of insulin. In part IIT of the experiment both insulin and somatostatin
were infused for the final 2 h. Plasma insulin levels were increased by insulin infusion
(to 0-1476 and 0-1290 i.u./] for parts I and III respectively) and were reduced by
somatostatin infusion in part I (to 0-006 i.u./1) relative to the basal periods (mean
0-021 i.u./1). Glucose uptake during somatostatin infusion (2:50 mg/kg per min; part
IT) was 920 % of that observed in the respective basal period (2:72 mg/kg per min).
Circulating insulin levels were much lower than the dose of insulin that causes a half
maximal effect on glucose uptake (0-06-0-10i.u./l for ruminants); consequently
insulin-mediated glucose uptake was probably absent in part II. Secondly, glucose
uptake following insulin only infusion (405 mg/kg per min) was significantly lower
than that observed when insulin plus somatostatin was infused (4:69 mg/kg per min),
indicating that somatostatin either directly or indirectly enhanced the action of
insulin on glucose uptake.

Glucose uptake by tissues is controlled by both insulin-dependent and insulin-
independent pathways, in ruminants and non-ruminants. However, although
numerous studies have examined the relationship between insulin and glucose
utilization in ruminants (Weekes et al. 1983; Sano et al. 1993) relatively few have
determined non-insulin-mediated glucose (NIMG) uptake as a proportion of total
glucose utilization. Using regression analysis, Janes et al. (1985) extrapolated glucose
turnover to a zero insulin concentration from normal and elevated plasma insulin
concentrations in sheep, and determined that NIMG uptake is ~ 65% of total
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glucose turnover. However, this method of calculation makes the assumption that
the increase in glucose turnover with increasing insulin concentration is linear at low
plasma insulin concentrations, an assumption not necessarily true. As far as we are
aware there have been no attempts to determine NIMG uptake in lactating dairy
cows. However, as the ruminant mammary gland is insensitive to insulin (Laarveld
el al. 1981) but accounts for ~ 50-80% of whole body glucose turnover at peak
lactation (Annison, 1983) it is likely that NIMG uptake will represent an even greater
proportion of total glucose turnover. In studies in humans and other non-ruminants,
somatostatin has been infused which prevents insulin release from the pancreas,
reducing plasma insulin to below detectable levels (Baron et al. 19870). Under such
conditions measurements of glucose turnover should be entirely non-insulin-
mediated. Using this technique it has been established that insulin-mediated glucose
(IMG) uptake represents ~ 40% of total post-absorptive glucose turnover in
humans, the remaining 60 % being NIMG uptake (Baron et al. 1987a, b). Thus, the
primary aim of the present experiment was to determine the level of NIMG uptake
in lactating dairy cows by preventing insulin release by infusing somatostatin.

In dogs, the concomitant infusion of somatostatin and insulin has been shown to
increase glucose turnover to a level greater than that observed by infusing insulin
alone (Bergman et al. 1984). However, another group using humans have failed to
show any such enhanced response to insulin with somatostatin infusion (Baron et al.
19875). Thus, a secondary objective of the present work was to establish whether
IMG turnover in dairy cows is enhanced by the infusion of somatostatin.

MATERIALS AND METHODS
Animals

A total of 12 experiments were performed on four lactating Holstein dairy cows.
The animals were 205+ 13 d post partum (values are means + sE) and had an average
milk yield of 26:1+2:2 kg/d on the day of the experiments. The weight of the cows
was 5872+ 160 kg. The animals were housed in stanchions with constant access to
water and were allowed to exercise daily between 16.00 and 18.00. The cows were
milked daily at 09.00 and 18.00 and the milk yields recorded. Morning and evening
milk samples were retained once each week for the determination of milk components.
The animals were fed so as to maintain body weight and milk yield, using the
Japanese Feeding Standard (Anon. 1987). Hay comprised 40 % of the diet and a
commercial compound concentrate 60%. The hay portion of the diet was given at
10.00 and 18.00 and the concentrate portion in 12 equal amounts using an automatic
feeder at 01.00, 03.00, 05.00, 07.00, 10.00, 12.00, 13.30, 15.30, 19.00, 20.30, 22.00 and
23.30. The cows were allowed to adjust to these conditions for at least 21 d before any
experiments were performed.

Experimental procedure

A minimum of 1 week elapsed between experiments on the same animal in order
for the stable isotope of glucose (used for turnover measurements) to clear from the
circulation. The experiments were performed in a randomized block design. At 24 h
prior to an experiment the jugular veins on both sides of the neck were catheterized
to permit the infusions and blood sampling. In part I of the experiment from time 0,
a primed (3-7 mg/kg) continuous infusion of [6,6->H]glucose (452 ug/kg per min at
0-65 ml/min) was begun and continued for 5h. Immediately before the isotope
infusion, a blood sample was taken in order to determine the background isotope
level. After 180 min, a primed infusion of insulin (0-001 i.u./kg per min at 1-5 ml/min;
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Actrapid monocomponent porcine insulin; Novo Industri, DK-2880 Bagsveerd,
Denmark) began and continued for 120 min (Rose ef al. 19960). Coincident with the
insulin infusion normal glucose was infused in order to maintain the plasma glucose
concentration at the level noted in the basal period. The plasma concentration of
glucose was rapidly determined from 1 ml blood samples taken every 10 min, using
a YSI-Glucose Analyzer (Yellow Springs Instruments, Yellow Springs, OH 45387,
USA) and this was used to adjust the normal glucose infusion rate. For the last
40 min of the basal period and the insulin infusion period the animals were assumed
to have reached a steady state with respect to glucose turnover and all measurements
were taken during these so-called ‘plateau periods’. During the plateau periods large
(15 ml) blood samples were taken into heparinized test tubes every 10 min;
additional large blood samples were taken at 20 min intervals between the plateau
periods. The blood samples were stored on ice until they were centrifuged and the
plasma stored at —20 °C immediately after the experiment. The design of part II of
the experiment was the same as that of part I except that somatostatin was infused
for 2 h (0-333 ug/kg per min at 0-65 ml/min) from time 180 min instead of insulin.
Glucose was also infused in order to maintain the plasma glucose concentration
constant. In part III of the experiment both insulin and somatostatin were infused
at the same rates as for parts I and II. Infusion solutions were sterilized using sterile
0-2 ym polysulphone filters (Kanto Chemical Co. Inc., Tokyo 103, Japan).

In part I of the experiment only, as soon as insulin had been infused for 2 h, the
[6,6-2H]glucose infusion was stopped, but the insulin and variable glucose infusions
continued so that the plasma glucose concentration was kept at a constant level.
Blood samples were taken at 5, 10, 20, 30, 45 and 60 min after the end of the [6,6-
?H]glucose infusion in order to calculate the cows’ rapidly mixable glucose pool size
from the ‘washout’ of isotope.

Analytical methods

The plasma concentrations of insulin and growth hormone were determined using
radioimmunoassay procedures as described by Fuller et al. (1977) and Johke et al.
(1978) respectively. Plasma concentrations of non-esterified fatty acids were
determined using a commercially available kit (Wako Chemicals Co. Ltd, Osaka 541,
Japan). Plasma a-amino nitrogen concentrations were determined according to
Ibbot (1974). Samples for the measurement of the enrichment of [6,6-2H]glucose were
prepared using a method modified from Wiecko & Sherman (1976) as described by
Rose et al. (1996b). Milk concentrations of fat, protein and lactose were determined
using a Milkoscan 203B milk analyser (Foss Electric, DK-3400 Hillerod, Denmark).

Calculations and statistics

The rate of glucose infused to maintain euglycaemia during the insulin and
somatostatin infusions was calculated at 10 min intervals and expressed as mg/kg
per min. The glucose infusion rate represents the sum of the effects of the insulin and
somatostatin on glucose utilization in peripheral tissues and the suppression of
gluconeogenesis at the liver, and was thus a measure of the overall effect of insulin
and somatostatin on glucose metabolism.

The rapidly mixable pool of glucose was determined by fitting a double
exponential equation to the ‘washout’ of [6,6-2H]glucose (Katz ef al. 1981). The non-
steady state equations of Steele et al. (1956) as modified by Cowan & Hetenyi (1971)
were applied to the results to assess the rate of glucose appearance (Ra) and rate of
glucose disappearance (Rd). The sliding fit of triplicates technique was used so that
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non-steady state measurements represented average changes over three consecutive
measurements of plasma glucose concentration and molar percent excess
(Cherrington & Vranic, 1973; Argoud et al. 1987). The rate of endogenous glucose
output was determined by subtracting the glucose infusion rate (required to
maintain a constant plasma glucose concentration) from Ra. The plasma glucose
metabolic clearance rate (MCR) was also determined by dividing Rd by the plasma
glucose concentration at a specific time.

All the results presented are average values for the plateau periods. Differences
in measures of glucose turnover and the plasma concentrations of hormones and
metabolites between the three parts of the experiment, as well as between the basal
and insulin and/or somatostatin infusion periods, were determined by paired
Student’s ¢ tests.

RESULTS

Relatively constant plasma glucose concentrations were maintained during the
plateau periods of the present experiment. The average CV during the plateau
periods was 4:80+0-56 % and in no case was it > 9 %. The size of the rapidly mixable
glucose pool, calculated from the ‘washout’ of labelled glucose following the end of
the part I experiments, was 121-5+4:66 ml/kg body weight. Values are given
throughout as means + SE.

The average plateau plasma glucose concentrations were not significantly
different either between the stages of the experiment or between the basal and
infusion periods (Table 1). The glucose infusion rate required to maintain a constant
plasma glucose concentration during the insulin only infusion was significantly lower
than that required when both insulin and somatostatin were infused (Table 1). The
difference was ~ 20%. The amount of glucose required when insulin was infused
(parts I and I1I) was significantly greater than that required when just somatostatin
was infused. During the somatostatin only infusions, the normal glucose infusion rate
increased to ~ 0:8 mg/kg per min within ~ 30 min of the peptide being infused.
Thereafter, the amount of normal glucose required decreased to 0, usually within
~ 80 min of the somatostatin infusion beginning. Following this, plasma glucose
concentrations remained stable in the absence of exogenous glucose infusion.

The values for Ra and Rd were very similar at each stage of the experiment,
indicating that good steady state conditions were maintained with respect to glucose
turnover. During the basal (control) periods, neither Ra nor Rd differed significantly
between parts I and II of the experiment (Table 1). However, in the basal period of
part III both Ra and Rd were higher than their respective values in part II.
Following the infusion of insulin (parts I and III), Ra increased significantly.
Infusion of somatostatin only had no significant effect on either Ra or Rd. During the
infusion of insulin only, Ra and Rd were significantly lower than the respective values
for the infusion of insulin and somatostatin together. During the somatostatin only
infusion, Rd represented NIMG uptake, which in the present experiment was
2:499 mg/min per kg. This was 92:0+2-:94% of the Rd value noted in the basal
period.

The glucose MCR was not significantly different between the different stages of
the experiment in the basal periods (Table 1). Glucose MCR over the course of the
experiment is shown in Fig. 1. Following an initial small dip immediately after the
start of the insulin infusions MCR increased rapidly, the rate of increase being
significantly greater for the insulin and somatostatin infusion than when insulin was
infused alone. Relatively stable conditions were maintained in the final 40 min of the

https://doi.org/10.1017/50022029997002215 Published online by Cambridge University Press


https://doi.org/10.1017/S0022029997002215

345

(682-0) SN (090-0) SN (822-0) SN

(86€-0) s (62€0) (L6G-0)
(66T-0) SN (2L1-0) SN (962-0) SN

(6720) % (96T-0) « (262-0)
(0%0-0) = (¢21-0) SN (691-0) SN
(EFT-0) s (EFT0) « (€¥2-0) «
(6%0-0) = (617-0) SN (091-0) SN
(€9T-0) s (08T-0) (G0Z0) %

(12-97) SN (02-8T) SN (18-¢T) SN
(0F-61) SN (6¢-91) SN (£2:01) SN

I11 " 11 111 @ 1 I1°e1

Glucose uptake in dairy cows

TO0-0 > d s 100> s 1900 > FOOUSIIPIP JUROGIUSIS OU ‘SN
‘sosoyjuared ur ags yjmm sporrad neajejd uolsnjur pue [eseq Us9MIdq IDUDYIP Jo souroyrusly f
‘sosorjuared Ul AEs M JULWLIAAXD JO $95R)S 9A1309dSAT U9IM)O( FOULIAPTP JO S0URIYIUSIY |

chLl 1962 6GLT uorsnyup
(Z9T-0) s (680-0) # (GT€0) % Tuorsnyur -a Teseq
G6F-L G08-¢ €ze9 uorsmyuyp
ceed 101 LTOF [esegq
(82Z-0) s (0£0-0) SN (TTT-0) s Tuorsnyur -a Teseq
889-F 66+-C 00 uorsmyuyp
L88-C QILE $89-¢ [esegq
(2871-0) s (9171-0) SN (GOT-0) s Tuorsnyur -a peseq
1HL¥ 81¢-C L60+ uorsmyuyp
£C6-C T1LE 6L9-C [esegq
G66-C 08T1-0 8€E-C uorsnyup
(26-21) SN (01-€T) SN (ce-LT) SN Tuorsnyur -a peseq
0-9€9 0+¢9 0-299 uorsmyuyp
G199 G199 G699 [eseg
T11 31ed 11 3®d [ Med

Lyuowriodxoe Jo oGer)s UGeMIIE

JuawiLIadXa Jo o5ely

smoo fiarwp ur suorsnfur (Jr7 14nd) uynisopuios pun

urw 1ad 3y /3w ‘yndino ssoon[3 snousaSopugy

urwt 1ad 3y /[w ‘oyer aouRIRI[D OT[OQRII\

urw 1ad 3y /3w ‘eourieaddesip jo ajey

urw 1od 5y /3w ‘eouereadde jo oyeyy

urw 1ad 3y /3w ‘9jel uotsnyur 9s0oN[Y)

/8w ‘esoon[3 wwse[]

uynsur 40 (JJ pnd) uynisopputos (T 1nd) uynsur buiinp so1oury asoongh [o s91s14219040Yd PuD UOYDJUIIN0D 250006 DWSD) T T O[qe],

https://doi.org/10.1017/50022029997002215 Published online by Cambridge University Press


https://doi.org/10.1017/S0022029997002215

346

M. T. ROSE AND OTHERS

9r - - -
c r Basal I | Insulin — somatostatin infusion
S
g 8r
o |
=
o
€ 7r
g
g T
8 6f
C
s |
@
3]
© 5r
L
6 L
Q
[
° 41
S
o F
0
S 3f
=
o |
2 L 1 1 1 L 1 " 1 L 1 L J
140 165 190 215 240 265 290
Time, min

Fig. 1. Glucose metabolic clearance rate in dairy cows during the basal plateau period and during the
infusion of Q, insulin; @, somatostatin or A, insulin plus somatostatin. Values are means for n = 4
with sEm indicated by vertical bars. mmmm_ Infusion plateau period.
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Fig. 2. Relationships between plasma insulin concentration and glucose metabolic clearance rate in
dairy cows during @, the basal period and infusion of A\, somatostatin; M, insulin or (], insulin plus
somatostatin. Values are means for n = 4 with sem indicated by vertical bars. Regression equation A
(utilizing the basal and insulin only values): y = 312+ 3-520 (r* = 0-982). Regression equation B
(utilizing the basal and insulin plus somatostatin values): y = 162+ 3:821 (> = 0:993).

https://doi.org/10.1017/50022029997002215 Published online by Cambridge University Press


https://doi.org/10.1017/S0022029997002215

Glucose uptake in dairy cows 347

Basal r Insulin — somatostatin infusion

351

25

20

15

10

05

Hepatic glucose production, mg/kg per min

0 L 1 L 1 L | 1 I 1 1 1 [ L 1 i ]
140 160 180 200 220 240 260 280 300

Time, min

Fig. 3. Endogenous glucose production in dairy cows during the basal plateau period and during the
infusion of Q, insulin; @, somatostatin or A, insulin plus somatostatin. Values are means for n = 4
with sEm indicated by vertical bars. mmmm_Infusion plateau period.

experiments. When somatostatin was infused alone MCR decreased by ~ 20% and
then slightly increased, but was still significantly lower at the end of the experiment
than in the basal period. The MCR noted during part IT of the experiment represented
NIMG clearance, which was 3:805 mg/min per kg. This was 92-:8+2-28 % of the MCR
value noted in the basal period. Consequently, we estimated that at basal (i.e.
normal) plasma insulin concentrations, in the cows in the present experiment IMG
turnover represented 7-2 % of total glucose clearance. The value for NIMG clearance
(3-805 mg/min per kg) from part II of the experiment was used to calculate IMG
clearance when plasma insulin concentrations were increased to 0-130-0-150 i.u./l.
The values obtained were 3834375 % of total glucose clearance during the insulin
only infusion and 49-0 £+ 3-:87 % when insulin and somatostatin were infused together.
These latter two values, which were significantly different (P < 0-05, SED 3-:37), were
calculated assuming that all the extra glucose infused was utilized by insulin-
mediated pathways. The relationship between glucose MCR and plasma insulin
concentration in the different parts of the present experiment is shown in Fig. 2.
When the linear regressions of Fig. 2 were used to extrapolate to a zero insulin
concentration, then NIMG clearance as a proportion of the respective glucose
clearances at basal insulin concentrations became 91-:07 +1-39 and 86-44 + 2-23 % for
parts I and I1I of the experiment respectively. These values were not significantly
different (P > 01, sEp 2:099); determined by extrapolation, they were also not
significantly different from the NIMG clearance determined from part II of the
experiment (P > 0-1, sep 1-328 and P > 0-05, sEp 2-527 for the values determined
from parts I and I1I respectively).

The rate of endogenous glucose output during the experiments is shown in
Fig. 3. At the start of the infusions, glucose output greatly decreased (relative to the
Ra observed during the basal period) and subsequently increased, but was still
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~ 35-40% lower (in the case of parts I and ITI) and ~ 15% lower (in the case of part
IT) at the end of the experiment than the Ra observed in the basal period. There were
no differences between the infusions in the rate of hepatic glucose production in the
plateau periods at the end of the experiment.

The plasma concentration of insulin was greatly increased by the insulin infusions
(parts I and I1I), though there was no significant difference in insulin concentration
between the insulin and insulin plus somatostatin infusions (Table 2). Following the
infusion of somatostatin there was a significant reduction in the plasma concentration
of insulin, until relatively stable levels (~ 0-006 i.u./l1) were observed. The plasma
concentrations of glucagon were also significantly lower following the infusion of
somatostatin (in parts I1 and IIT), though no effect was observed when insulin alone
was infused (Table 2). The plasma concentration of growth hormone was not
significantly affected by the insulin or somatostatin infusions, though the values
were numerically reduced during the infusions when compared with the values in the
basal periods (Table 2). The plasma concentrations of growth hormone were not
significantly different between the different infusion experiments, in either the basal
or infusion plateau periods. The plasma concentration of cortisol was not significantly
affected by any of the infusions in the present experiment, though the value in the
basal period of part 111 was significantly lower than that in the other experiments
(Table 2). The plasma concentration of non-esterified fatty acids was significantly
reduced by the somatostatin plus insulin and insulin alone infusions, though there
was no significant effect of somatostatin alone (Table 2). The plateau non-esterified
fatty acids value in part III of the experiment was significantly lower than that
found in part I.

The mean concentrations of fat, protein and lactose in the milk samples over the
3 weeks of experimentation were 39-3+ 3-8, 327+ 1-3 and 42:9 4+ 1-3 g /kg respectively.

DISCUSSION

The present experiment has demonstrated that the proportion of basal glucose
uptake that is mediated by insulin in fed mid-lactation dairy cows is relatively small,
at ~ 8% of basal glucose utilization. This value compares with 18% for fed non-
pregnant, non-lactating sheep in the study of Janes et al. (1985), in which glucose
uptake was extrapolated to a zero plasma insulin concentration from basal and
elevated insulin levels. Rates of IMG uptake as a proportion of total glucose
utilization in normal humans, determined using methods similar to those in the
present study, as well as methods using linear regression analysis, at postprandial
basal insulin levels have been in the range 15-30% (Gottesman et al. 1983 ; Baron et
al. 1988). In the present experiment, IMG uptake increased to 38:5% when insulin
concentrations were increased to ~ 6-fold those of basal levels.

In the present experiment, the values of NIMG clearance obtained following
severe hypoinsulinaemia induced by somatostatin and by extrapolation from
elevated insulin concentrations were largely similar, indicating a similar applicability
for both techniques. Estimates of NIMG clearance achieved following extrapolation
from values of glucose clearance obtained from concomitant infusion of insulin and
somatostatin are, however, possibly less reliable, even if in the present experiment
the value from part IIl was not quite statistically significantly different from the
value obtained by insulin only infusions. Ideally, a number of insulin infusion rates
should have been used in the present experiment to ensure that glucose clearance
varied linearly with insulin concentration. However, several studies have found that
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this relationship is linear over this range of plasma insulin concentrations in cows and
sheep (Janes et al. 1985; Rose & Obara, 1996; Rose et al. 1996b).

The mammary gland has been shown to account for some 50-80 % of the total
glucose entry rate into the body in lactating cows, depending upon milk yield
(Annison, 1983), and as it is widely accepted that the ruminant mammary gland is
insensitive to insulin (Laarveld ef al. 1981) milk production probably accounts for a
very large proportion of NIMG uptake in lactating animals. Indeed, it has been
calculated that 11 of milk requires a mammary glucose uptake of ~ 72 g (Kronfeld,
1982). If this figure is applied to the milk yield observed on the experimental days
of the present study then it can be calculated that ~ 88 % of total NIMG uptake (or
~ 82% of total glucose turnover at normal insulin concentrations) can be accounted
for by the mammary gland.

In the basal periods, glucose turnover was greater in part I1I than in part IT only
when expressed as Ra and Rd, but not when expressed as MCR. MCR is the preferred
measure of glucose turnover when there are small variations in the plasma glucose
concentration because expressing turnover rate as MCR removes the effect that
plasma glucose concentration has on the rate of its own disposal, provided changes
in glucose concentration are relatively modest.

There was a very clear effect in the present experiment for the somatostatin
infusion to increase the turnover of glucose during concomitant insulin infusion. It
has previously been noted that when insulin and somatostatin (at 482 ug/kg per h)
were infused into dogs, there was a similar, though more striking (65 %), increase in
the clearance of glucose from plasma than when insulin alone was infused at the same
rate (Bergman et al. 1984). However, conflicting results have been obtained from
another study in humans, in which somatostatin had no effect on glucose clearance
during insulin infusion (Baron et al. 1987b). The latter authors suggested that the
conflicting results may be due to the dose of somatostatin used; Baron et al. (19870)
used a lower rate of somatostatin infusion than either the present study or that of
Bergman et al. (1984). The mechanism by which somatostatin increases insulin action
is unclear. The largely similar rates of endogenous glucose output in the plateau
periods of parts I and 111 indicate that the effect of the somatostatin was peripheral
rather than on the liver. Somatostatin also failed to evoke an increase in glucose
turnover when infused alone into the arms of humans (Capaldo et al. 1986), and thus
the result in the present experiment was unlikely to be due to somatostatin directly
causing an increase in glucose uptake. Consequently, somatostatin possibly either
directly increased the sensitivity of the tissues to insulin, or some secondary effect of
somatostatin subsequently increased insulin sensitivity. A direct effect of somato-
statin on insulin action would require that there were somatostatin receptors on
insulin-sensitive tissues. While we are not aware of any reports demonstrating the
existence of somatostatin receptors on insulin-sensitive tissues in the ruminant,
somatostatin receptors have been demonstrated in vitro in adipose tissue and cardiac
muscle in the rat (Simon et al. 1988; Patel et al. 1995). 1t is possible that a reduction
in growth hormone concentration may mediate the effect of somatostatin. However,
the non-significant, short-term growth hormone reduction noted in the present
experiment is unlikely to have such a large and immediate effect on insulin action;
certainly no such effect has been noted for humans or dogs (MacGoreman et al. 1981 ;
Bergman et al. 1984). Additionally, a short-term reduction in glucagon levels is also
unlikely to have a large effect on peripheral glucose utilization in ruminants
(Brockman, 1986). It is not possible from the present experiments to determine what
mechanism is responsible for the effect noted.
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The plasma concentration of insulin was not completely suppressed by the
somatostatin infusion, averaging 0-006 i.u./l during the part I plateau period. In the
report of Rose et al. (1996a) it was shown that complete suppression of
immunoreactive insulin concentrations was not possible in sheep using somatostatin,
the minimum concentration achieved being ~ 0-005i.u./l. To measure rates of
NIMG uptake it is necessary to induce a severe condition of insulin deficiency. In the
present experiment plasma insulin concentrations fell immediately following the
somatostatin infusion and remained close to or below the minimum detectable dose
for the length of the study; it is therefore possible that there was a low level of IMG
uptake. However, given that the sensitivity (i.e. the dose causing half maximal
response) of sheep to insulin is between 0-:06 and 0-10 i.u./1 (Weekes ef al. 1983 ; Janes
el al. 1985) such very low circulating levels are unlikely to have caused a measurable
effect on glucose utilization. It is also possible that other blood components or
artifacts cross reacted with the insulin antibody used in the assay, apparently
increasing the level of immunoreactive insulin present.

Following the onset of the somatostatin and insulin infusions there was a decrease
in the rate of hepatic glucose production in all three parts of the experiment. In the
case of somatostatin infusion alone (part II) an initial decline in glucose production
exceeded utilization. The natural result of such an imbalance is hypoglycaemia which
was prevented by the exogenous infusion of glucose. This sequence of events may be
the result of a faster onset of the deactivation of the effect of glucagon on the liver
relative to that of insulin (Gray et al. 1982), leading to the unopposed inhibitory
action of insulin on hepatic glucose production (Lavelle-Jones et al. 1987).
Consequently, the decline in hepatic glucose output would leave insufficient glucose
for requirements in the periphery. Later, insulin would also clear from the
circulation, removing the inhibition on gluconeogenesis, therefore reducing the
external glucose infusion rate required for euglycaemia to zero. The infusion of
insulin (parts I and I1I) caused the well established partial inhibitory effect of insulin
on hepatic glucose production (Weekes et al. 1983), though the concomitant
infusion of somatostatin apparently had no additional significant effect on hepatic
glucose output.

The present study has demonstrated that IMG clearance in dairy cows is
relatively small at ~ 7-2%. The small value, relative to values for other species, is
due to the large NIMG requirement by the mammary gland. When plasma insulin
levels were increased to ~ 0-150 i.u./l, IMG clearance increased to 38:3% of total
glucose turnover. Additionally, somatostatin apparently either directly or indirectly
increased the action of insulin on whole body glucose turnover, possibly by making
tissues more sensitive to insulin.
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