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GUIDELINES

Blood glucose control should be optimized aiming for a general HbAlc target <7%. (Grade A*).

In people with type 2 diabetes and microalbuminuria or macroalbuminuria, angiotensin receptor blocker (ARB) or
angiotensin-converting enzyme inhibitor ACEi antihypertensives should be used to protect against progression of
kidney disease. (Grade A*).

The blood pressure (BP) of people with type 2 diabetes should be maintained within the target range. ARB or ACEi
should be considered as antihypertensive agents of first choice. Multi-drug therapy should be implemented as required
to achieve target blood pressure. (Grade A*)

People with type 2 diabetes should be informed that smoking increases the risk of chronic kidney disease (CKD) (Grade
B*).

*Refer to Table Al: Definition of NHMRC grades of recommendation. Also refer to NHMRC ‘National Evidence Based Guidelines for
Diagnosis, Prevention and Management of CKD in Type 2 Diabetes’ (see http://www.cari.org.au) for Levels of Evidence and Evidence

Grading which were undertaken in accordance with the NHMRC Hierarchy of Evidence procedure.

SUGGESTIONS FOR CLINICAL CARE

e The HbAlc target may need to be individualized tak-
ing in to account history of hypoglycaemia and
co-morbidities. (refer to NHMRC Evidence Based Guide-
line for Blood Glucose Control in Type 2 Diabetes at
http://www.nhmrc.gov.au).

e Systolic blood pressure (SBP) appears to be the best
indicator of the risk of CKD in type 2 diabetes. However,
an optimum and safest lower limit of SBP has not been
clearly defined.

¢ In people with type 2 diabetes antihypertensive therapy
with ARB or ACEi decreases the rate of progression of
albuminuria, promotes regression to normoalbuminuria,
and may reduce the risk of decline in renal function.

e Due to potential renoprotective effects, the use of
ACEi or ARB should be considered for the small sub-
group of people with normal BP who have type 2 diabetes
and microalbuminuria.

e The extent to which interventions with lipid lowering
therapy reduces the development of CKD in people with
type 2 diabetes is unclear. As there is limited evidence
relating to effects of lipid treatment on the progression of
CKD in people with type 2 diabetes, blood lipid profiles
should be managed in accordance with guidelines for pre-
vention and management of cardiovascular disease (CVD).
e Lifestyle modification (diet and physical activity) is an
integral component of diabetes care (refer to the NHMRC
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Evidence Based Guidelines for Blood Glucose Control in
Type 2 Diabetes), however, there are insufficient studies
of suitable quality to enable dietary recommendations to
be made with respect to prevention and/or management of
CKD in people with type 2 diabetes.

BACKGROUND
Aim of the guideline

This guideline topic has been taken from the NHMRC
‘National Evidence Based Guidelines for Diagnosis, Preven-
tion and Management of CKD in Type 2 Diabetes’ which
can be found in full at the CARI website (http://
www.cari.org.au). The NHMRC guideline covers issues
related to the assessment and prevention of CKD in indi-
viduals with established type 2 diabetes. The NHMRC
guidelines do not address the care of people with diabetes
who have end-stage kidney disease or those who have a
functional renal transplant. In addition, the present guide-
line does not provide recommendations regarding the man-
agement of individuals with established CKD, with respect
to the prevention of other (non-renal) adverse outcomes,
including retinopathy, hypoglycaemia, bone disease and car-
diovascular disease. It is important to note however, that in
an individual with type 2 diabetes, the prevention of these
complications may be a more important determinant for
their clinical care. Consequently, the recommendations
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made must be balanced against the overall management
needs of each individual patient.

Prevention and management of CKD in type 2 diabetes

It should be noted that the best way to prevent CKD
in individuals with diabetes is to prevent diabetes.
NHMRC recommendations for the primary prevention of
type 2 diabetes are available elsewhere (http://www.
diabetesaustralia.com.au). These guidelines specifically
target the management of individuals with established type 2
diabetes.

A risk factor analysis for kidney dysfunction in type 2
diabetes following 15 years of follow up from the UKPDS
study,' identified systolic blood pressure; urinary albumin
excretion and plasma creatinine as common risk factors for
albuminuria and kidney impairment (creatinine clearance
and doubling of plasma creatinine). Additional independent
risk factors for kidney impairment were female gender,
decreased waist circumference, age, increased insulin sensi-
tivity and sensory neuropathy. A cross-sectional study of
1003 Japanese hospital patients with type 2 diabetes? identi-
fied large waste circumference and elevated BP as risk factors
for microalbuminuria while dyslipidaemia was identified as a
risk factor for decreased glomerular Filtration Rate (GFR).

In contrast to type 1 diabetes, only 20% of newly diag-
nosed people with type 2 diabetes are normotensive and
have a normal circadian blood pressure profile. Therefore
hypertension usually precedes the onset of microalbumin-
uria.” BP control modulates the progression not only of
microangiopathy (diabetic kidney disease and retinopathy)
but also of macroangiopathy (Coronary heart disease
(CHD) and stroke).

In microalbuminuric people with type 2 diabetes, obser-
vational studies have shown an association between poor
glycaemic control and progression of albuminuria. A
number of studies have identified a strong independent
association between hyperglycaemia and the rate of
development of microvascular complications.* The large
observational WESDR study’ indicated an exponential
relationship between worsening glycaemic control and
the incidence of nephropathy as well as retinopathy and
neuropathy.

The UKPDS has clearly shown the importance of target-
ing glycosylated haemoglobin (HbAlc) levels close to
normal (HbAlc < 7.0%) in people with type 2 diabetes. A
modest decrease in HbAlc over 10 years from 7.9 to 7.0%
lowered the risk of microvascular endpoints with the onset
of microalbuminuria being reduced by 25%.° These findings
are supported by a study of intensified glycaemic control in
non-obese Japanese subjects with type 2 diabetes.” In the
UKPDS, there was no significant reduction in the risk of
progression from microalbuminuria to proteinuria with
intensive blood glucose control.?

The AusDiab study collected information on albumin-
uria, measured as a spot albumin: creatinine ratio (ACR)
(mg/mmol) with microalbuminuria being between 3.4 and
34 mg/mmol and macroalbuminuria at >34 mg/mol.” The
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prevalence of albuminuria increased with increasing glycae-
mia. People with diabetes and impaired glucose tolerance
had an increased risk for albuminuria compared with those
with normal glucose tolerance, independent of other known
risk factors for albuminuria (including age and sex).

Hyperglycaemia is an important determinant of the pro-
gression of normoalbuminuria to microalbuminuria in diabe-
tes. Strict blood glucose control has been shown to delay the
progression from normoalbuminuria to microalbuminuria or
overt kidney disease® and from normo- or microalbuminuria
to overt kidney disease.” The influence of intensive glycae-
mic control is greatest in the early stages of CKD although
some observational studies suggest an association of glycae-
mic control with the rate of progression of overt kidney
disease and even end-stage kidney disease (ESKD).'°

The American Heart Association (AHA) has under-
taken a review of the DCCT, UKPDS, ACCORD,
ADVANCE and VA Diabetes trials and on the basis of the
review issued a Scientific Statement addressing intensive
glycaemic control in relation to cardiovascular events.!!
While the AHA review is focused on cardiovascular events,
the statement is relevant to the consideration of the man-
agement of CKD given the strong association between CKD
and CVD in people with type 2 diabetes. Consistent with
the evidence reviewed in these guidelines (refer to following
sections), the AHA note that a small but incremental
benefit in microvascular outcomes (principally renal out-
comes) is indicated with HbAlc values approaching
normal. As a consequence the AHA statement notes that
on the basis of findings from the DCCT, UKPDS and
ADVANCE trials some patients may benefit (in terms of
microvascular outcomes) from HbA1c goals lower than the
general goal of <7%. However, the AHA also state that less
stringent goals may be appropriate for patients with . .. ‘a
history of hypoglycaemia, limited life expectancy, advanced
microvascular or macrovascular complications, or extensive
comorbid conditions . . .". Thus individualized glycaemic
goals other than the general goal of <7% HbAlc may be
appropriate for some patients.!!

Several studies suggest that a reduction in albuminuria as
well as treatment of elevated blood pressure by the prefer-
ential use of an ACEi may lower the risk of CVD to a greater
extent than with equihypotensive doses of dihydropyridine
calcium channel blockade.’*” One long-term study from
Israel has shown that ACE inhibition exerts a renoprotec-
tive effect in normotensive middle-aged people with type 2
diabetes and microalbuminuria. In this 7-year study, GFR
remained stable in the ACEi (enalapril) treated group,
while both albuminuria and GFR deteriorated rapidly in the
placebo group.'>™* However, the study did not include a
third arm treated with conventional antihypertensive
agents, and therefore it is not clear if the renoprotective
effect was mediated by lowering of systemic BP as opposed to
an intrarenal effect of the ACEi.

Antihypertensive therapy, especially with ARB’s and
ACEi, has been clearly shown to reduce albumin excretion
rate (AER).'®!7 There are trials indicating that ACEi exert
cardioprotective effects in addition to lowering of BP, even
in normotensive people.'® Renoprotection has been demon-
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strated for ARB’s in two large studies.!”?® The existence of a
specific renoprotective effect of ACE inhibition in people
with type 2 diabetes was not confirmed in the UKPDS®
although it is possible that both captopril and atenolol
exerted an equal renal protective effect, over and above
lowering of systemic BP.

The term ‘renoprotection’ is considered to denote at
least three criteria:

1. Antiproteinuric effect, which has been used as a surro-
gate for the subsequent rate of decline in kidney function.
2. Attenuation of the rate of decline in GFR.

3. Attenuation of the rate of decline of GFR when com-
pared with a control group treated with other antihyperten-
sive agents in equihypotensive doses.

Proteinuria is a weaker basis for identifying renoprotec-
tive treatments than a reduction in the rate of decline of
GFR."

Several studies have documented the efficacy of
antihypertensive therapy in lowering AER in both
hypertensive’”* and normotensive?” people with type 2 dia-
betes and microalbuminuria.

People with type 2 diabetes and kidney disease show a
broad range of lipid abnormalities, characterized by a switch
to a more atherogenic lipid profile. This becomes more
pronounced with increasing proteinuria, although several
factors such as glycaemic control, insulin administration,
obesity and genetic factors may alter the degree of
dyslipidaemia.

Increased levels of triglycerides are consistently seen in
people with type 2 diabetes and microalbuminuria or overt
proteinuria.”**® The high triglyceride levels are associated
with an increased proportion of atherogenic small dense
LDL cholesterol particles.” The implication is that serum
triglycerides should be as low as possible to prevent athero-
genic changes in LDL-cholesterol particles.”® HDL choles-
terol levels in people with type 2 diabetes have been
reported to be normal in association with overt diabetic
kidney disease” whereas decreased HDL-cholesterol levels
have been reported in association with microalbuminuria.?’
Higher apolipoprotein (a) levels have been reported in
people with type 2 diabetes and micro- and macroalbumin-
uria than in control subjects, and also in people with
macroalbuminuria than with normoalbuminuria.’! Apolipo-
protein (a) levels have been related to the rates of progres-
sion of albuminuria,*> however, others have not confirmed
these findings in people with diabetes and CKD.*

There is evidence to support the hypothesis that changes
in lipid profiles may play a causal role in the initiation and
progression of kidney disease, based on the finding of lipid
deposits and foam cells in the glomeruli of humans with
kidney disease.”

Primary or secondary intervention with statins in hyper-
cholesterolaemic people has shown similar cardioprotective
effects in diabetic and non-diabetic subjects.**?® The abso-
lute clinical benefit achieved by cholesterol lowering may be
greater in people with CHD and diabetes than with CHD
and without diabetes because people with diabetes have a
higher absolute risk of recurrent CHD events and other
atherosclerotic events.”*

The CARI Guidelines

Observational studies have shown that dyslipidaemia
interacts with other risk factors to increase cardiovascular
risk.>™* Microalbuminuria is a risk factor for CVD as well as
overt kidney disease in people with type 2 diabetes,”* and
dyslipidaemia is more common in microalbuminuric than
normoalbuminuric people with type 2 diabetes.?” In people
with type 1 or type 2 diabetes and increased AER, elevated
LDL-cholesterol and triglycerides are common, whereas
HDL-cholesterol may be high, low or normal. Nearly all
studies have shown a correlation between serum cholesterol
concentration and progression of CKD.*"* Since increased
AER and dyslipidaemia are each associated with an
increased risk of CHD, it is logical to treat dyslipidaemia
aggressively in people with increased AER. Subgroups with
diabetes in large intervention studies have confirmed that
correction of dyslipidaemia results in a decrease in CHD.*
However, few trials have examined the effects of treating
dyslipidaemia on kidney end-points in people with type 2
diabetes and increased AER. Further studies are therefore
required in people with microalbuminuria and macroalbu-
minuria in order to assess the effects of statins and fibrates
on albuminuria and kidney function. Until the results of this
type of study are known, it will not be possible to determine
if correction of dyslipidaemia alone exerts renoprotective
effects. Furthermore, it is not known if intervention with
specific agents such as statins or fibrates exerts effects
on kidney end-points over and above protection from
cardiovascular events.

Dyslipidaemia is a common finding in individuals with
type 2 diabetes, particularly those with CKD, in whom it is
a significant risk factor for adverse cardiovascular out-
comes’™7* (refer also to the NHMRC guidelines for the
prevention of cardiovascular disease in type 2 diabetes).
Moreover, the lowering of LDL cholesterol in individuals
with type 2 diabetes leads to primary and secondary preven-
tion of cardiovascular events and mortality.* The absolute
risk benefit of lipid lowering is much larger reflecting the
increased absolute risk of adverse cardiovascular outcomes.

SEARCH STRATEGY

Databases searched: The search strategies were designed to
reduce bias and ensure that most of the relevant data avail-
able on type 2 diabetes were included in the present review
and were similar to those detailed in the Cochrane Collabo-
ration Reviews Handbook (Higgins JPT et al.). The
electronic databases searched were Medline, EMBASE,
Cochrane Library, CINAHL, HTA and DARE. The
detailed search strategy, research terms and yields are pro-
vided in Appendix 3 of the complete guideline document
that can be found on the CARI website (http://
www.cari.org.au).

Date of searches:

Blood Glucose — April 3, 2008

BP — March 18, 2008

Blood Lipids — March 27, 2008

Dietary Factors — March 28, 2008

Smoking Cessation — April 1, 2008.
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WHAT IS THE EVIDENCE?

Role of blood glucose control

Improving glycaemic control reduces the development and
progression of kidney disease in people with type 2 diabetes
(Evidence Level I — Intervention).

The issue of the role of blood glucose control in the
development and progression of kidney disease in individu-
als with type 2 diabetes has been addressed by a number of
systematic reviews and RCTs. A summary of relevant studies
is presented in Table A2 with key studies discussed in the
text below. While a number of these studies have examined
the use of specific antihyperglycaemic agents, it is not pos-
sible on the basis of the current evidence to provide recom-
mendations of the use of specific agents in relation to the
progression of CKD.

The systematic review by Newman et al.* addressed the
question of whether improved glycaemic control reduces
the rate of development of secondary diabetic complications
in people with either type 1 or type 2 diabetes and microal-
buminuria. Five RCTs were identified in people with type 2
diabetes. The review considered ESKD, estimation of the
Glomerular Filtration Rate (eGFR) and clinical proteinuria
with the following outcomes:

e No RCT evidence was identified to show that improved
glycaemic control has any effect on the development of
ESKD. The most relevant study is the UKPDS from which
further information may come from long-term follow up.

¢ Evidence from the VA Cooperative study* indicate that
intensified glycaemic control has little if any effect on the
rate of GFR decline.

e Three studies were identified in relation to improved
glycaemic control and the development of clinical pro-
teinuria and microalbuminuria, namely the Kumamoto
study,” UKPDS® and the VA Cooperative study.* These
studies provide some evidence that intensive treatment of
hyperglycaemia in normoalbuminuric people with type 2
diabetes will, in a proportion of people, prevent development
of microalbuminuria and provide some evidence of a reduc-
tion in the rate of clinical proteinuria. However, the studies
only included a proportion of people with microalbuminuria.
The VA study examined as a sub group the effect of glycaemic
control in those with microalbuminuria, however, the study
was relatively small and of limited duration.

The systematic review by Richter et al.*® assessed the
effects of pioglitazone in the treatment of type 2 diabetes.
The relevant outcomes for these guidelines are mortality
(kidney disease) and morbidity (nephropathy). Overall the
evidence for a positive patient-oriented outcome for the use
of pioglitazone was considered not to be convincing. Three
studies were identified that included endpoints relevant to
the assessment of kidney disease namely, Hanefeld et al.,*
Matthews et al.’®® and Schernthaner et al.’’ The Hanefeld
et al.* study compared pioglitazone plus sulfonyl urea with
metformin plus sulphonyl urea over 12 months in 649
people with type 2 diabetes with a history of poorly con-
trolled diabetes. The pioglitazone treatment resulted in a
15% reduction in the urinary ACR compared with a 2%
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increase in the metformin group with both treatments
giving clinically equivalent glycaemic control. The Mat-
thews et al.’*® study compared pioglitazone plus metformin
with glicazide plus metformin in 630 people with poorly
managed type 2 diabetes over 12 months. The pioglitazone
treatment gave a 10% reduction in the ACR compared with
a 6% increase in the glicazide group with no significant
difference in HbAlc.

The Schernthaner et al.’® study included 1199 people
with type 2 diabetes inadequately treated by diet alone
(HbA between 7.5% and 11%) and aged between
35-175 years from 167 centres located across 12 European
countries. Pioglitazone treatment resulted in a 19% decrease
in ACR compared with 1% in the metformin group. Blood
pressure was not statistically different between groups. The
results were considered to be consistent with previous
studies that troglitazone but not metformin or glibencla-
mide reduced urinary albumin excretion rate.

The systematic review by Richter et al.’> assessed the
effects of rosiglitazone in the treatment of type 2 diabetes.
The study by Lebovitz et al.’® was identified as including an
outcome measure relevant to kidney disease. The study
examined the use of rosiglitazone as a monotherapy in 493
people with type 2 diabetes over a 7 month period. Urinary
albumin excretion was decreased significantly compared
with the placebo. For the subgroup of people with microal-
buminuria, both doses of rosiglitazone gave a reduction in
ACR from baseline of around 40%. Only a small percentage
of patients were receiving antihypertensive therapy which
the authors suggested indicates the effect to be a result of
improved glycaemic control or a different effect of rosiglita-
zone. The measurement of urinary ACR was a secondary
prospective outcome of the study of 203 people with type 2
diabetes by Bakris et al.* comparing rosiglitazone with gly-
buride in a randomized controlled trial. RSG significantly
reduced ACR from baseline and strongly correlated with
changes in blood pressure and little relation to changes in
FPG or HbAlc. Given similar levels of glucose control, the
mean reduction in ACR was greater for rosiglitazone than
glyburide and a greater proportion of participants in the
RSG treatment group with baseline microalbuminuria
achieved normalization of the ACR by the 12 months.
However, the power of the study in relation to the secondary
outcome ACR was low and the differences in between the
groups was not statistically significant, thus the suggested
potential benefit of RSG cannot be determined from this
study.

The objectives of the systematic review by Saenz et al.”
were to assess the effects of metformin monotherapy on
mortality, morbidity, quality of life, glycaemic control, body
weight, lipid levels, blood pressure, insulinaemia and albu-
minuria in people with type 2 diabetes. The review identi-
fied only one small trial of 51 people with type 2 diabetes
with incipient nephropathy with 3 month follow up,*
which reported some benefit for microalbuminuria with
metformin treatment. The authors concluded that microal-
buminuria should be incorporated into the research out-
comes and no overall conclusion has been made with
respect to effects of metformin on diabetic kidney disease.
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In addition to the studies identified by Saenz et al.,” the
HOME trial’” examined the efficacy of metformin in 345
people with type 2 diabetes over a 4 month period. Met-
formin was associated with a 21% increase in the UAE
compared with the placebo, the authors considered this to
be a short-term anomaly given the association of UAE with
HbAcl, however, they were unable to identify the reason
for the anomaly.

The ADVANCE trial®® was designed to assess the effects
on major vascular outcomes of lowering the HbAcl to a
target of 6.5% or less in a broad cross-section of people with
type 2 diabetes with CVD or high risk of CVD. The primary
endpoints were a composite of both macrovascular and
microvascular events. Endpoints relevant to kidney disease
included development of macroalbuminuria, doubling of
serum creatinine, and the need for renal replacement
therapy or death due to kidney disease. At baseline approxi-
mately 27% of the participants had a history of microalbu-
minuria and 3-4% had macroalbuminuria. At the end of the
follow up period the mean HbAc1 was significantly lower in
the intensive group (6.5%) than the standard group (7.3%).
The mean SBP was on average 1.6 mm Hg lower than the
standard group.

A significant reduction (hazard ratio 0.86 CI: 0.77-0.97)
in the incidence of major microvascular events occurred,
while macrovascular events were not significantly different
between the groups. Intensive glucose control was associ-
ated with a significant reduction in renal events including
new or worsening of nephropathy (HR 0.79; CI: 0.66-0.93)
predominantly due to a reduction in the development of
macroalbuminuria and new onset microalbuminuria (0.91
CI: 0.85-0.98). A trend towards a reduction in the need for
renal replacement therapy was also noted. The study con-
cluded that the lack of a significant effect on major macro-
vascular events may be due to inadequate power to detect
such an effect given a lower than expected rate of macrovas-
cular events. Some but not all of the overall effect on major
events could be attributed to the small but significant
1.6 mm Hg lower SBP in the intensive group.”

A significantly higher number of severe hypoglycaemic
episodes were recorded in the intensive group compared
with the standard group (2.7% vs 1.5%). The rates were 0.7
severe events per 100 people in the intensively controlled
group and 0.4 severe events per 100 people in the stand-
ard control group. The rates for minor hypoglycaemic
events were 120 per 100 people in the intensively controlled
group compared with 90 per 100 people in the stand-
ard control group. Overall the main benefit identified
by the ADVANCE study was a one fifth reduction in
kidney complications in particular the development of
macroalbuminuria.*®

A US study of Hispanic and African Americans assessed
the efficacy of rosiglitazone in a high risk (based on ethnic-
ity) type 2 diabetes group.” The urinary ACR was collected
as a secondary outcome under the general grouping of CVD
markers. The study included 245 people with type 2 diabetes
with FPG greater than or equal to 140 mg/dL and HbAlc
greater than or equal to 7.5% who had been on a sulphonyl
urea monotherapy for a minimum of 2 months and were
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randomized to receive glyburide (GLY) plus rosiglitazone
(RSG) or glyburide (GLY) plus placebo for 6 months.
The urinary ACR was reduced by 26.7% in the treatment
group (GLY +RSG) compared with control group
(GLY + placebo). Improved insulin sensitivity and b-cell
function with thiazolidinedione treatments was also noted.

US studies on the long-term effectiveness of miglitol
have been conducted by Johnston et al. for 385 Hispanic
Americans with type 2 diabetes and 345 African Americans
with type 2 diabetes.®*®" ACR was included as an ‘efficacy
parameter’ in both studies. The duration of the studies was
12 months. Miglotol treatment was associated with a minor
reduction in ACR in both studies.

The short-term trial of 223 mixed type 1 and type 2
diabetes by, reported significant improvement in albumin-
uria in those with micro or macroalbuminuria following a
4 month high dose treatment with sulodexide. The effect
was considered to be additive to the ACE inhibitory effect.
The sub analysis by diabetes type produced similar results.

The multifactorial intensive treatment of the STENO2
study® reduced the risk of nephropathy by 50%. This long-
term study (mean 7.8 years) of 160 people with type 2
diabetes and microalbuminuria, utilized multifactorial inter-
ventions for modifiable risk factors for cardiovascular disease
which included intensive treatment of blood glucose. While
a the intensive treatment group achieved a significantly
lower blood glucose concentration, given the multifactorial
nature of the study it is not possible to determine the rela-
tive contribution that intensive blood glucose control may
have had on the renal outcomes.

ROLE OF BP CONTROL
(a) BP as a risk factor for CKD

Arterial hypertension is a key risk factor for kidney damage
in people with type 2 diabetes Evidence (Level I —
Aetiology).

Several trials have clearly shown that intensive treat-
ment of elevated BP lowers the risk of microvascular disease,
CVD and mortality in type 2 diabetes (refer to systematic
reviews of.#161764

The UKPDS has been the largest long-term study to
compare the effects of intensive versus less intensive BP
control in hypertensive people with type 2 diabetes. In this
9-year study of 1148 people, allocated to tight BP control
(n=758) or less tight control (n=390), mean BP was
significantly reduced in the tight control group (144/
82 mm Hg), compared with the group assigned to less tight
control (154/87 mm Hg) (P < 0.0001). The study showed
that microvascular endpoints, including the development of
microalbuminuria or overt diabetic kidney disease, were
reduced by 37% in the intensive control group (P < 0.01).%
In this study, captopril and atenolol were used in equihy-
potensive doses and each drug attenuated the development
of microvascular complications to a similar degree over
10 years.”

Elevated BP was identified as one of the major risk factors
associated with a decline in kidney function and increase in
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albuminuria in a long-term non-interventional prospective
study of 574 people with type 2 diabetes who were normo-
tensive and normoalbuminuric (based on dipstick) at the
start of the study.®® Those with elevated BP (>95 mm Hg)
had an almost 10 fold increased risk of developing microal-
buminuria compared with those with lower BP over the
average 8 year follow-up period. Recent analysis of the BP
arm data of the ADVANCE Trial”” by Galan et al.®® has
indicated that lower achieved follow-up (median 4.3 years)
systolic blood pressure levels were associated with progres-
sively lower renal event rates to below 110 mm Hg.

These studies support the concept that arterial hyperten-
sion plays a pivotal role in contributing to kidney damage in
type 2 diabetes, across the range of albumin excretion from
normal to micro- to macroalbuminuria. The studies also
show that the rate of GFR decline can be successfully
lowered in people with type 2 diabetes by effective antihy-
pertensive therapy, however, the systematic review by* con-
sidered that a 72% drop in clinical proteinuria noted in
relevant trials was unlikely to be caused by the small differ-
ence in the BP between treatment groups and is consistent
with renoprotective effects of ACEi.

(b) BP control for prevention and management of CKD

In people with type 2 diabetes antihypertensive therapy
with ARB or ACEi decreases the rate of progression of
albuminuria, promotes regression to normoalbuminuria, and
may reduce the risk of decline in renal function (Evidence
Level I — Intervention).

A large number of systematic reviews and trials have
examined antihypertensive therapy using ACEi and ARBs
in people with type 2 diabetes. A summary of relevant
studies is shown in Table A3 with findings of key studies
described in the text below.

Systematic reviews and meta-analyses:

The systematic review of RCTs up until 2002 reported by
Newman et al.* examined three areas relevant to consider-
ation of the use of antihypertensive therapy that are sum-
marized below:

1. Antihypertensive therapy and development of
ESKD in people with type 2 diabetes and microalbumin-
uria.

Only three RCTs were identified as being of sufficient size
and length of follow up namely ABCD, UKPDS and HOPE.
Of these ABCD did not include ESKD as an endpoint.

In the UKPDS study the prevalence of ESKD was less
than 2% with a relative risk for tight control of 0.58 (95%
CI: 0.015-2.21) with similar results for death from kidney
failure.?

The HOPE Study demonstrated that there was a non-
significant relative risk reduction for the requirement for
renal dialysis among people treated with ramipril.'®

As a consequence of the above two trials, Newman et al.*
concluded that there was no evidence of a beneficial effect
of antihypertensive therapy on the development of ESKD.

2. Antihypertensive therapy and change in GFR in
people with type 2 diabetes and microalbuminuria.
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Three placebo controlled trials in normotensive people
were identified.'*”® Newman et al.* considers the data are
inconclusive. No appropriate trials comparing different
antihypertensive agents and intensive versus moderate BP
control were identified. However, later analysis of the
ABCD trial® indicated a significant effect of intensive
therapy on the progression from microalbuminuria to clini-
cal proteinuria, however, there was no change in creatinine
clearance and no difference between ACEi and CCB.

Two placebo controlled trials in hypertensive people
were identified.”" Newman et al.* concludes that the
limited evidence indicates kidney function to remain stable
in hypertensive people with type 2 diabetes with microal-
buminuria treated with ACEi compared with a decline in
the placebo group (36 month follow up). The Parving
et al.” study also indicated a significant reduction in the rate
of progression to clinical proteinuria with ARB treatment
however, this was not associated with a significant decline in
creatinine clearance.

Two trials were identified that compared intensive and
moderate BP control in hypertensive people with type 2
diabetes with microalbuminuria.®” However, the UKPDS
study was unable to differentiate between normoalbuminu-
ric and microalbuminuric subgroups. In the large ABCD
study no significant difference in creatinine clearance was
found in either normoalbuminuric or microalbuminuric
subgroups.

Three appropriate trials were identified comparing differ-
ent antihypertensive agents in hypertensive people with
type 2 diabetes with microalbuminuria.”” None of these
trials showed significant differences in GFR or creatinine
clearance.

3. Antihypertensive therapy and development of
clinical proteinuria in people with type 2 diabetes and
microalbuminuria.

Three randomized placebo-controlled trials in normo-
tensive people with type 2 diabetes with microalbuminuria
were identified."**® These three trials all used the ACEi
enalapril as the treatment. The overall relative risk for the
development of proteinuria for the three trials was 0.28
(95% CI: 0.15-0.53) with no significant heterogeneity
between studies. No study provided information to allow
assessment of regression to normoalbuminuria. The overall
risk reduction was 4.5% giving a NNT of 22 patients per
year to prevent one case of clinical proteinuria. The differ-
ences in BP between treatment and placebo were small and
as such consider that a 72% drop in clinical proteinuria was
unlikely to be caused by such a small difference and more
likely that ACEi have a specific renoprotective effect.*

No appropriate trials were identified comparing antihy-
pertensive agents and intensive versus moderate BP control
other than the later analysis of the ABCD trial. Intensive
therapy with either enalapril or nisoldipine resulted in a
lower percentage of people who progressed from normoal-
buminuria and microalbuminuria to clinical proteinuria
with no difference between the ACEi and CCB.”

Only one available placebo controlled study was identi-
fied for hypertensive people with type 2 diabetes with
microalbuminuria.” The treatment involved two dose levels
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of the ARB antagonist irbesartan for 2 years. A combined
relative risk for clinical proteinuria for the ARB treatments
was 0.50 (95% CI: 0.0.31-0.81). This reduction in the
rate of progression to clinical proteinuria was independent
of BP.

Only the ABCD trial was identified as being relevant for
comparing intensive versus moderate BP control in hyper-
tensive people with type 2 diabetes with microalbumin-
uria.” Individuals were randomized to either ACEi enalapril
or the CCB antagonist nisoldipine. The percentage of
people who progressed from microalbuminuria to clinical
proteinuria was not significantly different between the treat-
ment groups. Newman et al.* noted that the results sup-
ported the observations from the UKPDS of progression to
clinical proteinuria among microalbuminuric and normoal-
buminuric people with type 2 diabetes was not affected by
the level of BP control, however, separation of the two
groups is not possible.

Four trials were identified comparing different hyperten-
sive agents in hypertensive people with type 2 diabetes with
microalbuminuria.'””™ " The trials all included an ACEi
treatment compared with either a CCB antagonist or b
blocker. The overall relative risk of development of clinical
proteinuria for ACEi versus other hypertensive therapy was
0.74 (95% CI: 0.44-1.24) with no significant heterogeneity.
Thus the ACEi reduced progression to clinical proteinuria
as effectively as the other therapies. These findings
were considered to be comparable with the UKPDS
findings which could not separate normoalbuminuria from
microalbuminuria.

The two systematic reviews addressed the use of antihy-
pertensive agents in people with diabetes with respect to
renal outcomes.'®!” The objectives of the review by Strippoli
et al.’® were to evaluate the effects of antihypertensive
agents in people with diabetes and normoalbuminuria.
While the objectives of the review by Strippoli et al.'” were
to evaluate the benefits and harms of ACEi and ARBs in
preventing the progression of CKD. Both reviews included
studies of both type 1 and type 2 diabetes and Strippoli
et al.'” people with either microalbuminuria or macroalbu-
minuria. While the reviews included both type 1 and type 2
diabetes the majority of selected trials enrolled only people
with type 2 diabetes.

The overall conclusions of the two systematic reviews are
summarized below:

e A significant reduction in the risk of developing microal-
buminuria in normoalbuminuric patients has been demon-
strated for ACE:i only. This effect appears to be independent
of BP and, kidney function and type of diabetes. However,
there is insufficient data to be confident that these factors
are not important effects modifiers.!®

e There is randomized trial evidence that ACEi wversus
placebo/no treatment used at the maximum tolerable dose
prevent death in people with diabetic kidney disease but not
so for ARB wersus placebo/no treatment. Both agents
prevent progression of nephropathy and promote regression
to a more favorable clinical pattern of normoalbuminuria.
The relative effects of ACEi and ARBs are uncertain due to
a lack of head to head trials."”
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In relation to type 2 diabetes the following outcomes are

of note:!¢!7

e All-cause mortality
— non-significant effect of ACEi versus placebo.
— comparison between ACEi and CCB - no significant
difference, however, only two studies were available
where relative risk could be estimated.
— at less than the maximum tolerable dose for ACEi
versus placebo/no treatment — no significant effect.
— at the maximum tolerable dose for ACEi wversus
placebo/no treatment — no significant effect in the two
relevant studies both of which were mixed type 1 and
type 2 diabetes populations.
— for ARB wersus placebo/no treatment — all of the
studies included people with type 2 diabetes and no sig-
nificant effect was noted.

¢ Doubling of serum creatinine
— non-significant effect of ACEi versus placebo.
— comparison of ACEi and CCB — no available suitable
studies where relative risk was able to be estimated.
— for ACEi versus placebo/no treatment — overall effect
of marginal significance in favour of ACEi.
— for ARB wersus placebo/no treatment — the two studies
selected both included people with type 2 diabetes with
an overall significant reduction for ARB compared with
placebo/no treatment.

e Progression to ESKD
— non-significant effect of ACEi versus placebo in the
one mixed type 1/type 2 diabetes study only.'®
— comparison between ACEi and CCB - no available
suitable studies where relative risk was able to be
estimated.
— for ACEi wersus placebo/no treatment — non-
significant relative risk in the two studies that included
people with type 2 diabetes.
— for ARB wersus placebo/no treatment — the two studies
selected both included people with type 2 diabetes with
an overall significant reduction in progression to ESKD
for ARB compared with placebo/no treatment.

e Progression from normoalbuminuria to microalbuminuria

or macroalbuminuria
— overall significant effect of ACEi wversus placebo in
reducing the rate of progression.
— ACEi compared with other hypertensive agents —
limited to the UKPDS study which showed no significant
effect of ACEi in reducing the rate of progression.
— normotensive patients — ACEi versus placebo — no
trials identified with people with type 2 diabetes.
— hypertensive patients — ACEi wversus placebo — evi-
dence for significant reduction in rate of progression with
ACEi treatment.
— ACEi compared with CCB — significant effect of ACEi
in reducing the rate of progression.

e Progression of microalbuminuria to macroalbuminuria
— ACEi versus placebo/no treatment — the type 2 diabe-
tes studies are weighted to a relative risk less than one
(i.e. favoring ACEi) consistent with the overall assess-
ment with type 2 diabetes studies accounting for approxi-
mately 70% of the total number in all selected studies.
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— ARB wversus placebo/no treatment — all selected studies
included people with type 2 diabetes and show an overall
reduction in the rate of progression in favour of ARB
treatment.

e Regression from microalbuminuria to normoalbuminuria
— ACEi versus placebo/no treatment — the type 2 diabe-
tes studies are weighted to a relative risk greater than 1
(i.e. favors ACEi) consistent with the overall assessment
of studies with type 2 diabetes being approximately 65%
of the total number in all of the included studies.

— ARB wersus placebo/no treatment — the two trials

included people with type 2 diabetes and show an overall

marginal increase in the rate of regression in favor of

ARB treatment.

e Comparison of effect on BP
— ACEi versus placebo no trials identified that included
people with type 2 diabetes.

— ACEi and CCB on BP — no significant effect, however,

limited to one mixed type 1/type 2 diabetes study.

The relevant trials comparing ACEi treatment with
ARB treatment all included people with type 2 diabetes and
no significant differences on all cause mortality, progression
of microalbuminuria to macroalbuminuria or regression
from microalbuminuria to normoalbuminuria were noted."’
However, as noted in the overall conclusion by the authors
the trials were limited and provide insufficient evidence for
comparison of effects.

The objectives of the systematic review was to assess the
RCT evidence for the effects of different therapeutic BP
goals and interventions in the normotensive range on the
decline of glomerular function.** The search strategy was
limited to studies of people with 2 years duration of type 1 or
type 2 diabetes with incipient or overt nephropathy with or
without elevated BP. The intervention was required to be
treatment with one or more hypertensive agents. The
review identified 5 RCTs meeting the search criteria. All of
these studies have been identified and assessed.*'®!” Only
two studies that considered the effect of BP targets within
the normotensive range in people with type 2 diabetes were
identified.”"

Kaiser et al.** considered GFR as surrogate endpoint in
the absence of a renal failure endpoint such as need for
dialysis and/or transplantation. The authors noted that no
trial demonstrated any beneficial effect of lower target BP
values on the progression of kidney failure. In short
decreases in albuminuria were not accompanied by a
decrease in the rate of decline in GFR. They conclude that
the available evidence does not support a beneficial effect of
BP lowering within the normotensive range on progression
of diabetic nephropathy as assessed by the change in GFR.

The systematic review and meta analysis pooled analyses
from the number of small studies comparing combination
treatment of ACEi + ARB with ACEi alone.” A total of ten
studies covering both type 1 and type 2 diabetes were
included in the meta-analysis. The majority of the studies
were of people with type 2 diabetes. The authors concluded
that the meta-analysis suggests that combined ACEi + ARB
reduces 24 h proteinuria to a greater extent than ACEi
alone and that this benefit is associated with small effects on
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GFR. However, analysis also concludes that the available
studies were heterogeneous and mostly of short duration
(only one study greater than 12 weeks) and the few longer
term studies have not demonstrated a benefit.

Hamilton et al.”™ conducted a meta-analysis of RCTs
evaluating the efficacy of ACEi in the treatment of nephr-
opathy in individuals with type 2 diabetes. Specifically the
meta-analysis addressed the reduction in albuminuria or
proteinuria and thus included only those studies that pro-
vided either geometric or arithmetic means of albuminuria.
Studies reporting geometric means and arithmetic means
were analysed separately. The results of the meta-analysis
indicated that treatment with ACEi produced significant
reductions in albuminuria in people with type 2 diabetes in
studies where geometric means were used to normalize data
but less clear where data is reported as arithmetic means
(presumed to reflect the skewing of the albuminuria data).
While studies were stratified on the basis of the degree of
albuminuria and study duration, no distinction between
normotensive or hypertensive patients have been made.

Studies with ARB’s in people with type 2 diabetes and
overt kidney disease have shown that angiotensin receptor
blockade with irbesartan attenuates the rate of doubling of
serum creatinine by 20-30% over 2.7 years when compared
with placebo or amlodipine, used in equihypotensive
doses."”” A study of angiotensin receptor blockade with irbe-
sartan in hypertensive, microalbuminuric people with type 2
diabetes showed a 70% decrease in AER over 2 years.”
However, preservation of GFR over and above the effects of
BP lowering was not demonstrated in this relatively short-
term study.

Studies not covered by Systematic Reviews

The ADVANCE study is a multinational randomized
control trial undertaken by 215 centres across 20 countries
which, in addition to intensive blood glucose treatment,
included a BP treatment study arm.®” Participants were ran-
domized to either fixed combined perindopril indapamide or
placebo. Additional antihypertensive agents were allowed
for both groups as required with the exception that thiazide
diuretics were not allowed and the only open labelled ACEi
allowed was perindopril to a maximum dose of 4 mg a day
thereby ensuring that the active treatment group did not
exceed the maximum recommended dose. The active treat-
ment resulted in a mean reduction after 4.3 years (median)
in SBP and DBP of 5.6 and 2.2 mm Hg, respectively, com-
pared with placebo. The relative risk of a major micro-
vascular event was 7.9% in the active treatment group
compared with 8.6% in the placebo group, however, this was
not significant. Active treatment was associated with a bor-
derline significant reduction in macroalbuminuria and a sig-
nificant reduction in the development of microalbuminuria
with a relative risk reduction of 21% (95% CI: 15-30).
Further detailed analysis of the ADVANCE trial data has
indicated that lower achieved follow-up systolic BP levels
were associated with progressively lower renal event rates to
below 110 mm Hg.® Renoprotective effects of blood pres-
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suring lowering with perindopril indapamide treated were
noted even among the sub group with baseline BP below
120/70 mm Hg.

An open label parallel prospective randomized trial pro-
vides a comparison of the effects of a ARB (losartan) and a
CCB (amlidopine) on the UAE and ACR of 87 hyperten-
sive type 2 diabetes Japanese patients with persistent mac-
roalbuminuria.” The ARB and CCB treatments provided
similar BP control (no significant difference). The ARB
treatment resulted in a 30% drop in the UAE after 6 months
treatment and a 16% drop in the ACR. There was no
significant change in both the UAE and the ACR in the
CCB treatment.

In relation to ACEi, a number of additional trials have
been identified, the details and findings of which are sum-
marized in Table A3.%% While the study summarized in
Table A10 has examined both ACEi and ARB:s either alone
of in combination.** A number of studies have specifically
assessed the ARB valsartan.®*° The details and findings of
these studies are summarized in Table A3 below. Overall,
the studies are consistent with the renoprotective effect of
ARBs, however, they do not provide additional data allow-
ing a direct comparison with ACEi.

The BENDICT Trial was a long-term (median
43 months) prospective multicentre RCT of 1204 people
with type 2 diabetes, elevated BP and normoalbumin-
uria.’”? The trial was aimed at assessing the efficacy of ACEi
and CCB alone and in combination. Additional agents were
permitted to achieve appropriate BP control. Trandolapril
plus verapamil and trandolapril alone decreased the inci-
dence of microalbuminuria to similar extent. Verapamil
alone was found to be no different to the placebo.

The comparative effects of HCT, ACEi and ARB on
UAE (as a secondary outcome) were assessed in 70 people
with type 2 diabetes in the Netherlands.”” The people with
type 2 diabetes were Caucasian with an average age in
the randomized treatment groups of 60-63, hypertensive
and either normoalbuminuric or early microalbuminuric
(UAE < 100 mg/day). The trial was of 12 months duration
after a 1 month run in and a 4-6 month BP titration period.
All three agents achieved the aggressive BP goals equally
well in the three treatment groups. The UAE was reduced
by around 35% over 12 months and there was no significant
difference between the three treatments. The authors note
that this outcome may reflect the relatively small sample
size. This additional ACEi/ARB comparative study from
those reported does not provide additional evidence for the
efficacy of ARB compared with ACEi in achieving regres-
sion of microalbuminuria.'’?

The multicentric CENTRO trial of 129 Italians with
type 2 diabetes compared the ARB candesartan with the
ACEi enalapril with albumin excretion rate as a secondary
outcome. After 6 months treatment the ARB treatment
group had a reduced albumin excretion rate and ACR, while
the ACEi was higher.” However, the baseline conditions
differed between treatment groups and the majority of
individuals were normoalbuminuric thus the relevance of
the outcomes for individuals with microalbuminuria is
questionable.
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The GEMINI trial involved 1235 people with type 2
diabetes with elevated BP under either an ACEi or ARB
hypertension treatment randomized for treatment with two
different B-blockers (carvedilol and metoprolol).” A post
hoc analysis of differential effects of the B-blockers on the
progression of albuminuria indicated a greater reduction in
microalbuminuria for carvedilol compared with metoprolol.
In those with normoalbuminuria fewer progressed to
microalbuminuria on carvedilol. These effects were not
related to BP. Multivariate analysis demonstrated only base-
line urine ACR and treatment were significant predictors of
changes in albuminuria. In a separate analysis the presence
of metabolic syndrome at baseline corresponded with an OR
of 2.68 (95% CI: 1.36-5.30) over the duration of the study.

The DETAIL study involved 250 people with type 2
diabetes with mild to moderate hypertension and
eGFR > 70 mL/min per 1.73 m? from 6 European coun-
tries.” The study compared an ARB and an ACE:i treatment
over 5-years. After 5 years the difference in eGFR between
the ARB and the ACEi was —3.1 mL/min per 1.73 m* and
was insignificant. The mean annual declines in eGFR were
3.7 mL/min per 1.73 m* for the ARB and 3.3 mL/min per
1.73 m? for the ACEi. These results were considered by the
authors to be similar to eGFR decline reported in the IRMA
2, IDNT, and RENAAL studies and compare to an expected
untreated type 2 diabetes annual decline in the order of
10 mL/min per 1.73 m*. Telmisartan was concluded to be
not inferior to enalapril in providing long-term renoprotec-
tion. However, the results do not necessarily apply to more
advanced nephropathy but support clinical equivalence of
ARB and ACE:i in persons with conditions that place them
at high risk for CV events.

The large ONTARGET trial comparing ARB and ACE:i
of in excess of 25 000 participants included a large propor-
tion with diabetes and microalbuminuria.”” Relevant sec-
ondary outcomes are kidney impairment and kidney failure
requiring dialysis. The only significant differences between
treatments (ACEi, ARB and ACEi+ ARB) were for
increased kidney impairment in the combination therapy
compared with the ACEi. Further analysis of renal out-
comes,” indicated a significantly higher increase in ACR in
the ACEi treatment group compared with the ARB and
ACEi+ ARB (31% wvs 24% and 21%). The risk of develop-
ing new microalbuminuria was not different between ACEi
and ARB treatment groups, but was significantly lower in
the combination treatment group. However, in contrast to
albuminuria a greater rate of decline in eGFR was noted for
the combination treatment group, thus the authors
concluded that there was no evidence for a renal benefit
with combination therapy even though proteinuria was
improved. No subgroup analysis has been undertaken with
respect to diabetes or albuminuria.

The short-term (6 month) study examined the renopro-
tective effects in people with type 2 diabetes with albumin-
uria of treatment with a direct renin inhibitor (aliskiren) in
addition to maximal treatment with an ARB (losartan).”
Treatment with 300 mg of aliskiren was demonstrated to
reduce the ACR by 18% compared with the placebo group
and to increase the number of people with an albuminuria
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reduction of greater than 50% over the treatment period.
These effects were independent of changes in BP and there-
fore considered to indicate renoprotective effects of the
treatment. The rationale behind the trial was provision of
further benefit by use of a direct renin inhibitor in addition
to maximal use of a angiotensin II receptor antagonist.
Table A3 provides a summary of studies that provide
evidence in relation to use of antihypertensive agents in
people with type 2 diabetes and the progression of CKD.
Included are details of a number of studies conducted prior
to 2000 that have not been discussed above that are pro-
vided as an overview of the collective evidence in relation
to the role of BP control in the progression of CKD.!®!1%

(iii) Role of blood lipid modification

The extent to which interventions with lipid lowering
therapy reduces the development of CKD is unclear (Evi-
dence Level I — Intervention).

As detailed below there are some trials that show that,
over and above the cardio-protective actions, lipid-lowering
may also exert beneficial effects on the development and
progression of kidney disease in individuals with type 2
diabetes, as determined by albuminuria and/or GFR.
However, there are no RCT studies in which renal outcomes
including ESKD or doubling of serum creatinine have been
used. It is unlikely that these studies will ever be performed
given the overwhelming benefit of lipid lowering in terms of
cardio-protection. Clinical trials in cardiovascular disease
studying agents targeting dyslipidaemia have commonly
excluded subjects with late stage CKD. Moreover, the sig-
nificant cardiovascular benefits of these agents could con-
found associations between lipid effects and renal function
outcomes. Consequently, conclusions regarding their poten-
tial as reno-protective agents must be limited by reliance
on early, surrogate markers of kidney disease and its
progression.

An overall summary of relevant studies is provided in
Table A4 with findings from key studies described in the

text below.

Systematic reviews and meta-analyses

Sandhu et al.'® conducted a systematic review and meta-
analysis to determine the effect of statins on the rate of
kidney function loss and proteinuria in individuals with
CKD (with and without diabetes). They included 27 eli-
gible studies with 39 704 participants (21 with data for
eGFR and 20 for proteinuria or albuminuria). Overall, the
change in the eGFR was slower in statin recipients (by
approximately 1.2 mL/min per year). In addition, treatment
with statins resulted in a significant reduction in baseline
albuminuria and/or proteinuria. However, the magnitude of
cholesterol reduction from baseline was not significantly
associated with the described renal benefit of statins in
meta-regression. In the smaller studies specifically per-
formed in people with type 2 diabetes and kidney disease
(n=3) the change in eGFR was unaffected by statins,
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although the modest magnitude of the effect observed in the
other (larger) trials, if translated to these smaller studies,
would mean the latter were underpowered to detect an
eGFR difference.

Keating & Croom'® specifically addressed the pharma-
cological properties and efficacy of the fibric acid derivative,
fenofibrate, in the treatment of dyslipidaemia in individuals
with type 2 diabetes. The review included consideration of
effects on albuminuria in the two major RCTs (FIELD and
DALIS, see below). In both trials fenofibrate, reduced the
rate of progression from normoalbuminuria to microalbu-
minuria and microalbuminuria to macroalbuminuria and
increased the rate of regression, when compared with treat-
ment with placebo. This effect was modest in size. For
example, the proportion of people developing microalbu-
minuria was significantly reduced in the FIELD trial (10%
compared with 11%) and in the DAIS trial (8% compared
with 18%).

Strippoli et al.'® examined data on 50 trials (30 144
people), 15 of which evaluated the potential renoprotective
effect of statins. Most of these studies enrolled people with
early or late stages of CKD and with a history of coronary
heart disease. These studies did not include people with
moderate CKD but without known cardiovascular disease.
In the small number of studies reporting urinary protein
excretion (g/24 h) in individuals with CKD (6 randomized
controlled trials, 311 people), statins modestly reduced
albuminuria and/or proteinuria. However, in contrast to
findings of other meta-analyses, no significant effect was
observed on creatinine clearance (11 randomized controlled
trials, 548 people). This review was unable to distinguish a
specific response in individuals with diabetes.

Fried et al."" conducted a meta-analysis of trials of effects
of lipid lowering therapy on nephropathy. A total 12 trials
were included following systematic review, with all but one
being a RCT. Of the 12 trials, the cause of kidney disease
was stated as being due to diabetes (no distinction between
type 1 or type 2 diabetes) in 7 of the 12 trials. Meta-analysis
indicated that lipid reduction had a beneficial effect on the
decline in GFR. The reduction in GFR from lipid-lowering
therapy was 1.9 mL/min per year. There was no significant
heterogeneity and no indication of publication bias. Regres-
sion analysis showed no relationship between effect of treat-
ment and age, gender, cause of kidney disease and the type
of lipid lowering therapy. No clear conclusions were possible
with respect to the effect of lipid lowering therapy on pro-
teinuria due to significant heterogeneity. Overall the
authors concluded that meta-analysis suggests that lipid
lowering therapy may help slow the rate of kidney disease
progression. However, the applicability to type 2 diabetes is
less clear as no sub group analysis was conducted.

Randomized clinical trials using statins

Statins are the most widely used class of drug for lipid low-
ering in individuals with type 2 diabetes. Currently in Aus-
tralian practice at least two thirds of patients seeing their
GP are receiving a statin. This reflects the clear and incon-
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trovertible evidence that lowering of LDL cholesterol in
individuals with type 2 diabetes is associated with reduced
cardiovascular events and mortality.* Moreover, when
results were adjusted for baseline risk, people with diabetes
benefited more in both primary and secondary prevention.
In addition, a number of studies have looked at the effects of
statins on renal parameters, including GFR, creatinine
clearance and urinary albumin excretion. However, no
trials report endpoints such as end stage kidney disease
or doubling of creatinine as an outcome. The following
trials provide evidence in relation to the use of statins in
people with type 2 diabetes and that also include renal
outcomes.

A number of major statin trials have been conducted,
which have included individuals with type 2 diabetes. In
post hoc analyses of these large studies, beneficial effects on
renal functional parameters have been examined in the
subgroup of participants with diabetes.
¢ In the MRC/BHF heart protection study'® subgroup
analysis for participants with diabetes, allocation to simvas-
tatin (40 mg/day) significantly decreased the rise in SCr
values. Subjects were excluded from entering the trial if
their serum creatinine was above 200 umol/L, reflecting
that those with late stage CKD were not studied.

e In the Greek atorvastatin and coronary heart disease
evaluation (GREACE) treatment with atorvastatin was
associated with a significant decrease in urinary albumin
excretion, however, the study did not include separate
analysis for type 2 diabetes.!”

e The Aggressive Lipid-Lowering Initiation Abates New
Cardiac Events (ALLIANCE) showed beneficial effects on
GFR in individuals with type diabetes, however, the study
did not separately identify or assess type 2 diabetes.'"®

There have also been a number of studies examining the
effects of statins on albuminuria and or creatinine clearance
in individuals with type 2 diabetes, however, most of these
are small (i.e. less than 50). The following two studies have
been identified:

e A multicentric double blind parallel group RCT of type 2
diabetes Swedish patients with dyslipidaemia (fasting LDL-
C > 3.3 mmol/L) compared two statin treatments (rosuvas-
tatin and atorvastatin) over a 16 week treatment period.!!!
The primary endpoints were UAE and GFR which were
measured/calculated at baseline and at 8 and 16 weeks into
the treatment period. The treatment goal (achieved by
titration) was an LDL-C <3.0 mmol/L. As noted by the
authors, the short duration of the study allows only conclu-
sions to be made with respect to ‘acute or subacute changes’
in UAE and estimated GFR. The overall conclusion of the
trial was that both drugs were well tolerated and ‘show no
evidence of short-term detriment on the renal endpoints of
UAE and GFR over a 4 month treatment period.” An
absence of clinically important changes in albuminuria was
noted for both treatments.

e Nakamura et al.'”? studied the effect of cerivastatin on
urinary albumin excretion in people with type 2 diabetes,
microalbuminuria and dyslipidaemia. Sixty participants
were enrolled in a double-blind study for 6 months, receiv-
ing either cerivastatin (0.15 mg/day) or placebo. At the
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endpoint, cerivastatin treatment resulted in a significant

decrease in UAE (P < 0.01).

Randomized clinical trials using fibrates

Fibrates are effective in raising HDL cholesterol levels in
individuals with type 2 diabetes and in improving LDL
cholesterol quality. Two recent large studies have examined
the effect of fenofibrate on renal outcomes in individuals
with type 2 diabetes. The efficacy of this drug class has not
been tested in individuals with renal impairment. There is
also an increased potential for side-effects in this subgroup.
e A subgroup analysis of the Diabetes Atherosclerosis
Intervention Study (DAIS), examined the effects of fenofi-
brate treatment (vs placebo) in 314 people with type 2
diabetes (Canada and Europe) with mild to moderate lipid
abnormalities and normo to microalbuminuria.'” The study
length was a minimum of 3 years. Regression of albuminuria
(defined as micro to normoalbuminuria or macro to microal-
buminuria) was significantly higher in the treatment group
(13%) compared with the placebo group (11%), while pro-
gression of albuminuria was significantly lower in the treat-
ment group (8%) compared with the placebo group (18%).
Significantly more people showed no change in albuminuria
in the treatment group (79%) compared with the placebo
group (71%). The use of ACEi and ARBs increased during
the course of the study; however, the use at the end of the
trial was not significantly different between the groups at
the end of the trial. The differences between groups in the
progression and regression of albuminuria remained signifi-
cant after controlling for baseline BP and HbA1c. The final
urinary albumin was significantly correlated with either
HbAlc level or BP. A significant correlation was observed
between urinary albumin and baseline fasting triglyceride
(TG) levels. After fenofibrate treatment urinary albumin
levels correlated significantly with HDL-C levels but not
with changes in TG. The study was not able to assess the
persistence of the reduction to microalbuminuria after ces-
sation of treatment.

Keech et al.'* and Radermecker & Scheen'" report the
large (9795) multinational Fenofibrate Intervention and
event Lowering in Diabetes (FIELD) study, which included
assessment of progression and regression of albuminuria.
Fenofibrate was associated with a significantly lower pro-
gression and significantly higher regression of albuminuria,
however, the overall differences were relatively small (in the
order of 2%). Albuminuria was a secondary outcome of the
study.

In the only study to compare statins and fibrates, head to
head, in 71 individuals with type 2 diabetes both benzafi-
brate and pravastatin prevented increase in the urinary
albumin excretion rate over 4 years, with no difference
observed between drug classes.!!¢

Randomized clinical trials using other lipid
lowering agents

A number of other agents have clinically useful effects on
dyslipidaemia in individuals with type 2 diabetes, including



Type 2 Diabetes: Kidney Disease

probucol and glitazones. However, their other primary
actions, on oxidative stress and glucose lowering make it
impossible to gauge the contribution of lipid lowering to
their efficacy. Currently available glitazones do vary in their
impact on lipid profiles, indicating sub-class variations in
effect. Nonetheless, both agents appear to have effects on
the development and progression of kidney disease in indi-
viduals with type 2 diabetes.

The effects of probucol treatment on the progression of
diabetic nephropathy was evaluated in a randomized open
study of 102 people with type 2 diabetes with clinical albu-
minuria (UAE >300 mg/g Cr).!” The mean follow up
period was 28.5 months for all patients and 18.6 months
for advanced patients (defined as those having serum
Cr > 2.0 mg/dL). The mean interval to initiation of haemo-
dialysis was significantly longer in probucol patients. In
advanced cases treated with probucol, increases in serum
creatinine and urinary protein were significantly suppressed
and the haemodialysis-free rate was significantly higher. The
study concluded that probucol may suppress the progression
of diabetic nephropathy as a consequence of the anti-
oxidative effect of the drug.

The multifactorial intensive treatment of the STENO2
reduced the risk of nephropathy by 50%.% This long-term
study (mean 7.8 years) of 160 people with type 2 diabetes
and microalbuminuria, utilized multifactorial interventions
for modifiable risk factors for cardiovascular disease which
included blood lipid control with statins and fibrates. While
the intensive treatment group achieved a significantly lower
blood glucose concentration, given the multifactorial
nature of the study it is not possible to determine the rela-
tive contribution of the intensive lipid treatment may have

had.

(iv) Role of diet modification

There are insufficient studies of suitable quality to enable
dietary recommendations to be made with respect to
CKD in people with type 2 diabetes (Evidence Level II —
Intervention).

Lifestyle modification (diet and physical activity) is an
integral component of diabetes care (refer to the guidelines
for Blood Glucose Control in type 2 diabetes). However,
there are few studies that have specifically addressed kidney
related outcomes in type 2 diabetes and as such it is not
possible to currently make recommendations specific to the
management of CKD. The following sections summarize the
current evidence in relation to alternate diets, protein
restriction, and salt.

Role of dietary fats

The Diabetes and Nutrition Clinical Trial (DCNT) is a
population based prospective, observational multicentre
study designed to evaluate the nutritional pattern of people
with diabetes in Spain and associations with diabetic com-

plications."® The study (total 192) included a mix of people
with type 2 diabetes (99) and type 1 diabetes (93). Nephr-
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opathy progression was indicated by change from normoal-
buminuria to microalbuminuria and microalbuminuria to
macroalbuminuria. Regression was indicated by change
from microalbuminuria to normoalbuminuria. The nutri-
tional pattern of people with nephropathy regression was
characterized by greater polyunsaturated fatty acid (PUFA)
and smaller saturated fatty acid (SFA) than those with
nephropathy, whereas the PUFA to SFA and monounsat-
urated fatty acid (MUFA) to SFA ratios were greater.
An opposite pattern was observed for progression of
nephropathy.

The authors note that the findings of the study are con-
sistent with CVD studies and the role that SFAs may play in
insulin sensitivity and other factors affecting diabetes
control. Nonetheless, the authors consider that control of
BP and blood glucose and cessation of smoking should
remain the therapeutic objectives for modifiable risk factors.
When these objectives are obtained, other measures such as
encouraging PUFA and MIFA over SFA may help prevent
micro and macroalbuminuria.''®

Table A5 presents a summary of the relevant studies
found by the search strategy in relation to dietary fat. With
the exception of the study by Cardenas et al.''® discussed
above, the studies are either of short duration and thus
provide little useful evidence for the role of dietary fat in the
progression of CKD. Relevant details of the studies are pro-
vided in Table A12. In summary, there are insufficient reli-
able studies to support a recommendation in relation to the
prevention and management of CKD in people with type 2
diabetes.

Protein restriction

Intake of protein in the usual range does not appear to be
associated with the development of CKD. However, long-
term effects of consuming >20% of energy as protein on
development of CKD has not been determined. Although
diets high in protein and low in carbohydrate may produce
short-term weight loss and improved glycaemic control, it
has not been established that weight loss is maintained in
the long term. There have been few prospective controlled
studies of low protein diets in people with type 2 diabetes
and kidney disease. The studies that have been performed
have generally been deficient in experimental design, in
methods for measuring kidney function and/or in duration
of follow-up. Furthermore, the level of compliance with a
low protein diet has not always been assessed objectively by
urinary urea nitrogen excretion. A particular criticism is
that changes in the creatinine pool and creatinine intake
seen in low protein diet studies render measurements of
creatinine clearance or the reciprocal of serum creatinine
unreliable for the assessment of GFR.""

The objective of the systematic review was to assess the
effects of dietary protein restriction on the progression of
diabetic nephropathy in people with diabetes (type 1 and
type 2 diabetes).!”® The review identified 11 studies (9 RCTs
and 2 before and after trials) where diet modifications were
followed for at least 4 months. Before and after trials were
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included as it was considered that people could act as their
own controls. Of these studies 8 were of people with type 1
diabetes, one type 2 diabetes and two included both type 1
and type 2 diabetes. Overall the total number of participants
in the trials was 585 with 263 being people with type 2
diabetes. Protein modified diets of all types lasting a
minimum of 4 months were considered with protein intake
ranging from 0.3 to 0.8 g/kg per day.

Opverall protein restriction appeared to slow progression
of CKD, but not by much on average. Individual variability
suggests some may benefit more than others. Results of meta
analysis imply that patients can delay dialysis by, on average
around one or 2 months. Positive but non-significant corre-
lation between improvement in GFR and level of protein
restriction is evident. There were insufficient studies to rec-
ommend a level of protein intake. Furthermore, problems of
non-compliance remain a significant issue. The review also
considered different sources of protein (e.g. red meat,
chicken, fish, vegetarian); however, relevant studies are of
short duration only. The authors consider that the available
information supports further research in this area. The
number of studies that include people with type 2 diabetes
are limited.

The study by Dussol et al."?! was the only other RCT
identified that was not reviewed by Robertson et al.'® This
2 year single centre RCT of type 1 and type 2 diabetes
indicated that the low-protein diet did not alter the course
of GFR or of AER in people with diabetes with incipient or
overt nephropathy.

Table A6 includes a summary of studies identified by the
search strategy. The studies are characterized by being small
and of short duration. Relevant details are provided below;
however, as for dietary fat, there are insufficient reliable
studies that provide evidence to support a recommendation
in relation protein restriction in the prevention and man-
agement of CKD in people with type 2 diabetes.

Restricted salt intake

When considering the evidence related to salt intake and
CKD in people with type 2 diabetes, the following points
made based on a literature review for preparation of a
Cochrane Protocol are noteworthy:'*?
e Dietary salt is important in BP control in both hyperten-
sives and normotensives (supported by meta-analyses) and
therefore expect that this could be protective in the devel-
opment and progression of CKD.
e High dietary salt suppresses the renin-angiotensin system
(RAS). Salt sensitivity in people with diabetes may be
increased due to less responsive RAS. Low salt intake
enhances and high salt intake reduces the antiproteinuric
effect of ACE inhibition.
e Urinary albumin excretion is reduced by lowering dietary
salt.
e Changes in dietary salt may have a beneficial influence
on TGF b production, affecting the progression of CKD.
Table A7 presents a summary of studies identified by the
search strategy in relation to the assessment of the role of
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restricted salt intake. As for protein restriction the studies
are small and of short duration. Details of the studies are
included in Table A7; however, it is concluded that there
are insufficient reliable studies that provide evidence to
support a recommendation in relation to restriction of
dietary salt and the prevention and management of CKD in
people with type 2 diabetes.

(v) Role of smoking cessation

Smoking increases the risk of the development and progres-
sion of CKD in people with type 2 diabetes (Evidence Level
II — Aetiology).

Interventional studies to assess the effects of smoking
cessation have not been performed, but it has been calcu-
lated from the cause-specific 10-year mortality data of the
subjects screened for the Multiple Risk Factor Intervention
Trial (MRFIT), that stopping smoking is the most (cost-)
effective risk factor intervention in people with diabetes.
Smoking cessation would prolong life by a mean of 4 years
in a 45-year old man and by 3 years in a diabetic man,
whereas aspirin and antihypertensive treatment would
provide approximately 1 year of additional life expect-
ancy.'”'** The following cohort studies summarized in the
text below and in Table A15 have included assessment of
renal outcomes.

Smoking has been found to be an independent risk factor
for progression of AER in people with type 2 diabetes. In a
prospective 9-year follow-up study of 108 people with type 2
diabetes and normal AER after a duration of diabetes of
9 years, there was an over-representation of smokers (55% wvs
27%; P =0.01) in people who progressed to micro- or mac-
roalbuminuria versus those who did not progress.'”

A number of prospective cohort studies were identified
by the search strategy that have considered smoking in
people with type 2 diabetes in relation to kidney function.
Relevant details of these studies are summarized in
Table A15. All of these studies showed an association
between smoking and albuminuria. Only one cohort study
was found which included an assessment of smoking as a risk
factor for eGFR.' Of the 7 prospective cohort studies iden-
tified only one small study reported no significant associa-
tion between smoking and the progress of albuminuria.'?’

Chuahirun & Wesson'?® prospectively sought predictors
of renal function decline in 33 people with type 2 dia-
betes, successfully targeting a mean BP goal of 92 mm Hg
(about 125/75 mm Hg) with antihypertensives including
ACEi. Initial plasma creatinine was <1.4 mg/dL, follow-
up 64.0 £ 1.1 months. Regression analysis showed that
smoking was the only examined parameter that signifi-
cantly predicted renal function decline. In the 13 smokers,
serum Cr increased from 1.05 +/ to 0.08 mg/dL to
1.78 £ 0.20 mg/dL although MAP was the same. The 20
non-smokers had a lesser Cr rise at 1.08 £0.03 mg/dL to
1.32 £ 0.04 mg/dL.

The 6 month prospective cohort studies concluded that
cigarette smoking exacerbates renal injury despite adequate
BP control with ACEi."”” Smoking cessation by those with
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microalbuminuria was associated with amelioration of the
progressive renal injury caused by continual smoking. The
smaller but long-term study concluded that smoking and
increased UAE are interrelated predictors of nephropathy
progression and that smoking increases UAE in patients
despite improved BP control and ACE inhibition.'*

The prospective cohort study included 6513 people with
type 2 diabetes with 5 year follow up period.”®! Smoking was
identified as an independent risk factor for established
microalbuminuria and for the development of microalbu-
minuria. Similarly the retrospective cohort study,'”® used
logistic to show that smoking was the most important risk
factor for progression of nephropathy. The authors con-
cluded that quitting smoking should be part of the preven-
tion therapy. The OR for smoking and development of
microalbuminuria in a prospective cohort study of 930
people with type 2 diabetes and high cholesterol was 3.19
(95% CI: 1.02-9.96).12

The large cohort study of people with type 2 diabetes
receiving dialysis treatment, concluded that dialysis pati-
ents with a history of smoking had the highest all cause
mortality.!”’

In addition to the prospective cohort studies, a number
of cross sectional studies were identified by the search strat-
egy. These provide a lower level of evidence for the assess-
ment of smoking as a risk factor for CKD. A total of 11 cross
sectional studies have been identified the details of which
are summarized in Table A8. All of the studies identified
smoking to be associated with or to be an independent risk
factor indicators of CKD.

SUMMARY OF THE EVIDENCE

¢ Given the strong association between type 2 diabetes and
ESKD, strategies aimed at prevention of type 2 diabetes are
also relevant to the prevention of CKD.

e Effective control of blood glucose has been shown to
reduce the progression of CKD in people with type 2 diabe-
tes. There is some evidence to suggest that HbAlc targets
below that recommended for the management of type 2
diabetes may have beneficial outcomes with respect to
CKD. However, the same evidence suggests that lower
targets may have adverse outcomes or at best no effect on
cardiovascular events, which are a key focus in the manage-
ment of type 2 diabetes. Furthermore, lower blood glucose
targets are also associated with an increase in serious
hypoglycaemic events.

e Elevated BP is strongly associated with the development
of albuminuria in people with type 2 diabetes. Management
of elevated BP has been shown to influence the rate of
progression of CKD as well as CVD and is thus a major focus
of both prevention and management.

e There is evidence to indicate that antihypertensive
agents that act on the renin-angiotensin system (i.e. ACEi
and ARB) have a renoprotective effect over and above that
resulting from the effect on BP. As a consequence use of
these agents is favored in the treatment of elevated BP in
type 2 diabetes and has also lead to their use in normoten-
sive people with type 2 diabetes.
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e Abnormal blood lipid profiles are strongly associated with
the progression and severity of CKD in people with type 2
diabetes. Given the strong association between dyslipi-
daemia and CVD, management of blood lipid in type 2
diabetes is recommended irrespective of the presence of
indicators of CKD. There is no evidence to suggest alternate
management strategies are required for management of
CKD. Nor is there evidence to show that lipid lowering
prevents development or rate of progression of CKD in
individuals with type 2 diabetes.

e There is limited evidence demonstrating a long-term
effect of dietary interventions on the progress of CKD in
type 2 diabetes. There is some evidence to suggest that
protein restriction may affect the rate of progress of CKD,
however, the clinical application of these interventions are
questionable. Diet and lifestyle are, however, important for
the management of type 2 diabetes and CVD risk and thus
likely to form a component of the overall management of an
individuals risk profile irrespective of CKD.

¢ [n observational studies, smoking has been identified as a
independent risk factor in the progression of CKD, and
given the role of smoking as a strong risk factor in a range of
other outcomes, including CVD, an individuals smoking
cessation is an important recommendation irrespective of

CKD.

WHAT DO THE OTHER GUIDELINES SAY?

KDOQI: Clinical Practice Guidelines and Clinical Practice
Recommendations for Diabetes and Chronic Kidney
Disease, AJKD, Suppl 2. 49(2):S46, February 2007. (Note
covers both type 1 and type 2 diabetes)

e Hyperglycemia, the defining feature of diabetes, is a fun-
damental cause of vascular target-organ complications,
including kidney disease. Intensive treatment of hypergly-
cemia prevents DKD and may slow progression of estab-
lished kidney disease.

e Target HbAlc for people with diabetes should be <7.0%,
irrespective of the presence or absence of CKD.

¢ Clinicians should encourage the adoption of a healthy
lifestyle in their patients; this includes sound nutrition,
weight control, exercise and smoking cessation.

e [n patients with type 2 diabetes, therapeutic lifestyle
changes (diet, exercise, and weight loss, when appropriate)
should be the initial interventions for hyperglycemia.

e Most people with diabetes and CKD have hypertension.
Treatment of hypertension slows the progression of CKD.
e Hypertensive people with diabetes and CKD stages 1-4
should be treated with an ACE inhibitor or an ARB, usually
in combination with a diuretic.

e Target BP in diabetes and CKD stages 1-4 should be
<130/80 mm Hg.

e Normotensive people with diabetes and macroalbumin-
uria should be treated with an ACE inhibitor or an ARB.
¢ Treatment with an ACE inhibitor or an ARB may be
considered in normotensive people with diabetes and
microalbuminuria.

e Albuminuria reduction may be considered a treatment

target in DKD.
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e Dyslipidemia is common in people with diabetes and
CKD. The risk of CVD is greatly increased in this popula-
tion. People with diabetes and CKD should be treated
according to current guidelines for high-risk groups.

e Target low-density lipoprotein cholesterol (LDL-C) in
people with diabetes and CKD stages 1-4 should be
<100 mg/dL; <70 mg/dL is a therapeutic option.

e People with diabetes, CKD stages 1-4, and LDL-C
>100 mg/dL should be treated with a statin.

o Target dietary protein intake for people with diabetes and
CKD stages 1-4 should be the recommended daily allow-
ance (RDA) of 0.8 g/lkg body weight per day.

UK Renal Association: No recommendation.

Canadian Society of Nephrology: No recommendation.
European Best Practice Guidelines: No recommendation.
NICE Guidelines: National Collaborating Centre for
Chronic Conditions. type 2 diabetes: national clinical
guideline for management in primary and secondary care
(update). London: Royal College of Physicians, 2008.

e Start ACE inhibitors with the usual precautions and
titrate to full dose in all individuals with confirmed raised
albumin excretion rate (>2.5 mg/mmol for men, >3.5 mg/
mmol for women).

e Substitute an angiotensin Il-receptor antagonist for an
ACE inhibitor for a person with an abnormal albumin-
: creatinine ratio if an ACE inhibitor is poorly tolerated.
e For a person with an abnormal albumin : creatinine ratio,
maintain BP below 130/80 mm Hg.

American Diabetes Association: Standards of Medical
Care in Diabetes — 2008. Diabetes Care: 31, S1 JANUARY
2008. (Note covers both type 1 and type 2 diabetes)

e To reduce the risk or slow the progression of nephropathy,
optimize glucose control.

e To reduce the risk or slow the progression of nephropathy,
optimize BP control.

¢ In the treatment of the nonpregnant patient with micro-
or macroalbuminuria, either ACE inhibitors or ARBs
should be used.

e [n patients with type 2 diabetes, hypertension, and
microalbuminuria, both ACE inhibitors and ARBs have
been shown to delay the progression to macroalbuminuria.
e [n patients with type 2 diabetes, hypertension, macro-
albuminuria, and renal insufficiency (serum creatinine —
1.5 mg/dL), ARBs have been shown to delay the progression
of nephropathy.

e Jf one class is not tolerated, the other should be
substituted.

IMPLEMENTATION AND AUDIT

No recommendation.

SUGGESTIONS FOR FUTURE RESEARCH
No recommendation.
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A Body of evidence can be trusted to guide practice.

B Body of evidence can be trusted to guide practice in most situations.

C Body of evidence provides some support for recommendations(s) but care should be taken in its application.
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