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October 25, 2005 Chief Execulrve Odicer
John Rennick, MD
United HealthCare
3803 North Elm Street
Greensboro, NC 27455

Subject: Coverage Policy for glycosylated hemoglobin
Dear Dr. Rennick;

I am writing on behalf of the American Association of Clinical Endocrinologists (AACE) to
request that glycosylated hemoglobin be reclassified under the United HealthCare testing policy
from a Clinical Laboratory procedure to an Office Laboratory procedure.

AACE is a member organization 5600 strong, founded in 1991 by a visionary group of leaders to
serve as the active voice for clinical endocrinologists. The impetus behind AACE's efforts has
always been quality and cost-effective patient care for those with endocrine diseases and disorders.

Although the primary focus of AACE is education and research, the organization does, on
occasion, support advocacy efforts on behalf of patients and physicians for matters that are vital to
AACE’s mission. This reclassification of the current policy for glycosylated hemoglobin testing is
one that AACE believes warrants special review and consideration by United HealthCare. The
policy, as currently written, is economically unsound and medically suboptimal.

Attached you will find articles from Diabetes Care and Endocrine Practice demonstrating that
immediate availability of HbAlc test results, at the time of patient office visits, results in
significant improvement of glycemic control at 12 month follow-ups. These articles will provide
you with compelling evidence for the support of HbAlc as an "Office Lab."

It is estimated that as many as 85% of patients with diabetes do not have reasonable access to
quality A1C monitoring according to established medical guidelines. There is ample evidence that
face-to-face A1C discussions improve treatment interventions and reduce A1C values much more
effectively than the delayed patient discussions necessitated by traditional “send-out” lab test
-FEE results.
Glycated hemoglobin, A1C, is considered the ‘gold standard’ of glycemic control, serving as a
measure to assess therapy, monitor patient progress and compliance, and track risk of development
of complications. Having this important measure available at the time of a patient visit in ‘real
time’ is required for effective and intensive management that is proven to improve the health status
of diabetes patients. A major deficiency in diabetes care has been the infrequent assessment of
long-term diabetes control, leading to years of hyperglycemia and resulting complications.

While point-of-care tests such as A1C can trigger timely improvements 1n patient care, they are
always more expensive to perform on a per-test basis than the same assay conducted in a reference
laboratory. This is because the highly accurate, miniaturized systems used in low volume test sites
such as physician offices cannot compete with the economies of scale captured in a reference
laboratory. The extremely low reimbursement provided for this assay under the Clinical Laboratory
fee schedule is actually less than the reagent costs for most office labs, making it economically
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inadvisable for a physician to offer this service to your patients. As a consequence, this necessitates
asking the patient to take off work one day for an initial visit to have blood drawn, and then
incurring the expense and inconvenience of returning on a second day for test review. These NET
costs to UHC will inevitably exceed the costs of covering this service under the Office
Laboratory fee schedule! There is no example of a situation where these point-of-care advantages
have been more clearly demonstrated than A1C monitoring in the care of people with diabetes.

On behalf of AACE member physicians and the thousands of United Healthcare beneficiaries that
we serve, | respectfully urge United HealthCare to seriously reconsider your current policy on
classification of glycosylated hemoglobin testing. If AACE can provide further assistance, please
do not hesitate to contact Shelley Garrett, Director of Socioeconomic Affairs and Member
Advocacy, at the AACE office at 904-353-7878 ext. 142,

Respectiully,

C : » g 2
Bill Law, Ir., MD, FACP, FACE
President



EFFECT OF IMMEDIATE HEMOGLOBIN Alc RESULTS ON TREATMENT
DECISIONS IN OFFICE PRACTICE

Andrea Ferenczi, MD, Kalpana Reddy, MD, and Daniel L. Lorber, MD, FACP

ABSTRACT

Objective: To assess the effect of an immediately available hemoglobin Alc (HbAlc)
result on glycemic control and physician decisions about pharmacologic therapy in an
office practice.

Methods: In a 1-year retrospective review of medical records, HbAlc results were
analyzed in 115 patients beyond the age of 65 years, who had type 2 diabetes and were
referred for the first time to a private endocrinology practice between April 1, 1997, and
March 31, 1998. These patients were classified into two groups: group A (N = 93,
insured by standard Medicare) had immediate HbAlc results {during the patient
encounter) and group B (N =22, insured by Medicare health maintenance organization
[HMO1]) had commercial laboratory HbA1c results available within 2 to 3 days. We
reviewed the changes in the HbAlc level during the 12-month period and the presence or
absence of a change in therapy at each visit. HbAlc levels were measured by ion-
exchange low-pressure liquid chromatography in group A and by one of three capitated
commercial laboratories (depending on HMO contracts) in group B.

Results: At the end of the 12 months, the mean HbAlc decrease was 1.03 £ 0.33% in
group A and 0.33 + 0.83% in group B. During the first visit, 52% of the patients in group
A had pharmacologic treatment interventions, whereas only 27% in group B had such
interventions.

Conclusion: Rapid availability of the HbA Ic results during the clinical encounter
improves the ability of the physician to make appropriate therapeutic decisions and
results in improved glycemic control. (Endocr Pract. 2001;7:85-88)
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ORIGINAL ARTICLE

Immediate Feedback of HhA,, Levels
Improves Glycemic Control in Type 1 and
Insulin-Treated Type 2 Diabetic Patienis

ENRICO CAGLIERQ, MD
ELina V. LEVINA, BS
Davip M. NATHAN, MD

OBJECTIVE — Accurate and rehable HbA |, results can be obtained at the ume of the office
visit by using benchtop analyzers. We tested the hypothesis that immediately available HbA, .
results could improve glycemic control by changing physician or patient behavior or both.

RESEARCH DESIGN AND METHODS — A randomized controlled trial was con-
ducted in 201 type 1 and insulin-treated type 2 diabetic patients attending an academic dia-
betes center. HbA| . levels, changes tn insulin therapy, and use of health care resources were
assessed during a 12-month lollow-up period

RESULTS — HbA, levels decreased significantly at 6 and 12 months in the immediate assay
group (—0.57 + 1.44 and —(.40 £ 1.65%, respectively; P < 0.01) but did not change in the con-
trol group (—0.11 £ 0.79 and —0.19 £ 1.16%, respectively, NS). The changes were similar for
both type 1 and type 2 diabetic patients There were no differences in the rates of hypoglycemic
events or use of health care resources.

CONCLUSIONS — In the setting of a controlled randomized trial, the immediate leedback
ol HbA |, results at the time of patient encounlers resulted in a sigmificant improvement of
glycemic control at 6-month follew-up and persisted for the 12-month study. The inroduction
of this assay was positively received by both patients and physicians.

Diabetes Care 22:1785-1789, 1999

vides the most objective and reliable

information about long-term glucose
control in diabetic patients (1,2}. It is
widely used to guide hypoglycemic therapy
and has been demonstrated 1o be effective
in identifying patients with unacceptably
poor glycernic control and to facilitate thewr
improvement (3). While it does not reveal
derails about daily glycemuc excursion, the
glycosylated hemoglobin assay can be use-
ful to venfy the accuracy of sell-glucose
monitoring and provides essential nfor-
mation {or patients who do not self-moni-
tor their glucose. For these reasons, routine
determinations ol glycosylated hemoglo-

The glycosylated hemoglobin assay pro-

bin values have become an essential com-
ponent of the standard of care for diabetic
patients (4). Clinical trials such as the Dia-
betes Control and Complications Trial (3)
and the UK. Prospective Diabetes Study
(6) have established speafic HbA,, goals
that result in substantial reductions in long-
term complications.

Several assays to measure glycosylated
hemoglobin are currently available, with
high-performance liquid chromatography
{HPLC) still considered the reference
method (7 ,8). However, most of these meth-
ods are time-consuming and technically
dermanding, with the resulis of the assay not
being available at the dme of the patient

From the Diabetes Center, Massachusetts Genteral Hospital, Boston, Massachusetts
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Received for pubhicatien 1 Apnl 1999 and accepted in revised form 15 July 1999,

Abbreviations: CV, coeflicient of vanation; HPLC, high-performance hiqud chromatography.

A table elsewhere 1n this issue shows conventional and Systeme Intemnational (51) umits and conversion

factors for many substances

encounter. Thus, an important element in
the clinical decision-making process is not
available at the time of the office visit. The
delay in assay result is inefficient, requiring
the health care provider 1o communicate
the result and attendant changes in therapy
to the patient aflter the visit. Moreover,
delayed patient feedback could lead to
decreased patient compliance and could
delay adjustment of hypoglycermc regimens.
Immediately available (“point of ser-
vice”) HbA,, results can now be obtained
with a benchtop analyzer (DCA 2000,
Bayer, Elkhart, IN) that has been shown to
provide accurate and rehable results (9-14).
We performed a randomized controlled trial
to test the hypothesis that HbA,. resulis
available at the time ol physician encounter
could improve glucose control by changing
physician and/or patient behavior.

RESEARCH DESIGN AND
METHODS — The study population
consisted of type 1 and insulin-treated
type 2 chabetic patients attending the Mass-
achusetts General Hospital Diabetes Center.
We studied 201 consecutive patients who
gave informed consent and fulfilled the fol-
lowing inclusion criteria: age >18 years,
type 1 or msulin-treated type 2 diabetes for
>1 year, diabetes care provided by the Dia-
betes Center, and knowledge of the English
language. Less than 10% of eligible patients
declined to participate in the study. Patients
were randomly assigned to one ol two
groups: one group had HbA . levels deter-
mumned at the time of the office visit with the
benchtop analyzer so that results of the
HbA,, test were avatlable to the individual
physicians at the beginning of the visit
(immedate assay group), and the other had
HbA |, levels measured by the diabetes lab-
oratory as per usual chnical practice (control
group).

The patients were treated by stalf physi-
cians and endocnnology fellows; the physi-
cians were aware of the nature of the study
{climical evaluation of immediate HbA,,
assay) but were masked to the specific out-
comes collected (e.g., [requency of visits,
changes in therapy, contacts with patients) to
avoid bias in the treatment of the patients.

DIABETES CARE, VOLUME 22, NUMBER 11, NovEMBER 1999
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Figure 1—Correlation of HbA,, values (%) performed by the HPLC and DCA 2060 assays. Correla -

tion coefficient (1) = 0.9239, P < 0.001.

Changes in insulin dosage and [requency of
[ollow-up were determined by the clinicians

The primary outcorne was the change
in HbA, levels, as determined by the HPLC
assay in all patients, over the l-year study
period. The secondary outcomes included
changes in insulin therapy, hypoglycemic
episodes, and use of health care resources
as determined by patient questionnaires
and chart reviews. Patients were asked to
fill out a short questionnaire at each office
visit. The questionnaire was designed to
obtam information about insulin regimen,
any contacts that patients had with ther
health care providers (by either telephone
or mail), episodes of severe hypoglycemia
(defined @s mquiring assistance [rom
another person or visit to hospital), visits to
emergency rooms, or hospual admission.
At study end, charts were reviewed by one
of us (E.L ) to confirm the above informa-
non. The number of office visits and data
on lipids were also captured at study end
by way of chart review,

In a preliminary phase ol the study, the
perlormance of the bench-top analyzer was
compared with the HPLC assay currently m
use 1 the diabetes laboratory at Massachu-
setts General Hospital. The Pearson’s cotre-
lation coefflicient between the two assays
was 09239 (n = 264) (Fig. 1), and the mean
difference (benchtop HPLC) was 0071 =
0 582. The HPLC assay has been described
previously (1) and has inter- and intra-assay
coefficients of vanation {CVs) <2.5% for
high and low standards. The interassay CV

for the benchtop measurements was 2.1%,
and the intra-assay CV was 2 0%

Statistical analysis was performed by
two-tailed ¢ test (pairedt when appropnate)
or by Wilcoxon rank-sum test [or continu-
ous variables (reported as mean + SD), and
for nominal vanables by the ¥2 test. Data
wete analyzed with the statistics data man-
agement program STATA (Computing
Resource Center, Sarta Momnica, CA).

RESULTS — The immediate assay and
control groups had similar baseline charae-
teristics, including HbA,. (8 67 + 1.79 vs.
8.49 + 1.539, respectively; NS), insulin dose,
and number of injections per day {Table 1).
The mean duration of {[cllew-up was 1den-
tical for the two groups (immediate assay,
12.8 + 1.8 months; control, 12.8 + 1.6
months). There were 37 patients (18%)

Table 1—Baseline chardacteristics

who did ot complete the study: 14 in the
immediate assay group and 23 in the con-
trol group (NS). Of those 37 patients, 3
died (1 in the immediate assay group and 2
in the control group), 1 in the immediate
assay group refused [urther participation in
the study, 6 switched their care to other
physicians, 7 were lost 1o [ollow-1p, and 20
did not have any HbA|. determinations
within a 6-month period of study end The
patients who did not complete the study
had higher baseline HbA; levels than the
patients who completed the 1-year [ollow-
up (920 = 151 vs. 844 =+ 1.70; P =
0.0125) but otherwise had similar baseline
characteristics. The remaining analysis was
perlormed on the 164 patients who cotn-
pleted the study.

Alter approximately 6 and 12 months,
HbA,. {measured by HPLC) decreased
significantly in the irnmediate assay group
but did not change significantly in the con-
trol group (Fig. 2). HbA,, levels decreased
by 0.57 + 1.44% (P = 0.001) at 6 months
and 0.40 = 0.65% (P = 0.013) at 12
months n the immediate assay group. In
the control group, HbA,, levels decreased
by ¢.11 + 0.79% (NS) at 6 months and
0.19 + 1.16% {NS) at 12 months, The dif-
ference between the two groups was statis-
tically significant at 6 months (P = 0.029)
but not at study end (P = 0.346). When the
6-month data were analyzed including
patients who did not complete the study
(ntention to treat mode), the dilference
between the two groups remained statisti-
cally significant (P = 0.022).

The changes in HbA |, levels were sim-
ilar for hoth type 1 and type 2 dhabenc
patients. At 6 months, HbA, levels
decreased by 0.29 + 0.95% in type 1 and
0.84 + 1.86% n type 2 dhabetic patients in
the immediate assay group; in the control
group, they decreased by 0.07 = 0.81 and

Immediate assay Control Significance (P)

n 100 101 —
Age {years) 49+ 16 416 0.9147
Sex {% male) 48 58 0.1168
Diabetes (% type 1) 56 56 0.8851
HbA. (%) B.67+1.79 849 +1.59 04518
Insulin dose (U/day} 51.8+288 539+£342 0.9741
Insulin injections (number/day} 22120098 233=1.00 0.3756
Triglycerides (mg/dl) 177 £ 206 116 + 66 0.2874
Cholesterol {(mg/dl) 205 £39 194+ 42 01173
Data are means + SD,
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Figure 2—Changes in HbA,, levels (%) from baseline at 6- and 12-month follow-up in the Control ()
and immediate assay () groups. Data are presented as means £ SEM. *P < 0.05 vs. baseline.

0.16 + 2.32 for type 1 and type 2 diabetic
patients, respectively At study end, HbA.
levels decreased by 0.34 + 1.06% in type 1
and 0.49 + 225% in type 2 diabetic
patients in the immediate assay group. In
the control group, HbA,, levels decreased
by0.24+103and 0.13 2+ 1.32% lortype 1
and type 2 diabetic patients, respectively.
The mean daily insulin dose increased
from 55.3 + 36.6 10 59.9 + 42.6 U/day in
the control group (P = 0.012) bur was
unchanged during the 1-year study in the
immediate assay group (baseline 49.9
27.5 10 50.7 £ 26.9 U/day at study end;
NS5). The mean number of daily nsulin
injections was unchanged over the course
of the study in the control group (from 2.42
to 2.45 injections/day; NS) and increased in
the immediate assay group ([rom 2.29 +
0.97 to 2.45 + 0.95, P = 0.001). Changes in
insulin regimens {either dose or frequency)
occurred i 83% of patients n the control
group and 69% of the immediate assay
group (P = 0 028); these changes were ini-
tiated by the physician in most cases (66%
in the control group versus 74% 1n the
immediate assay group; NS}, but were self-
initiated 1n 34% ol the control patients and
26% of the inmediate assay patients (NS).
There was no difference in the use of
health care resources between the two
groups (Table 2). Forty-nine patients
(30%) reported at least one episode of
severe hypoglycemia durmg the study, with
no dillerences between patients in the
immediate assay group {30%) and the con-

trol group (29%). There were 98 episodes
ol severe hypoglycemia in the immediate
assay group with 17 visits to the emer-
gency room and 111 episodes in the con-
trol group with 14 visits to the emergency
room {NS). The mean number ol severe
hypoglycemic episodes was 114 =
2.84/year (median O, interquartile range
1-0) in the immediate assay group and
1.42 » 4.27/year (median 0, interquartile
range 1-0} in the control group (NS), while
the number of visits to the emergency room
was (.35 « 0.66/year (median O, interquar-
tile range 0-0) in the immediate assay
group versus 0.37 = 0.64/year (median 0,
interquartile range 0-0) in the control

Table 2—Use of health care resources

Cagliero, Levina, and Nathan

group (NS). The number of severe hypo-
glycemia episodes was 1.95 + 4.57/year
(median O, Interquartile range 1-0) in
type 1 diabetic patients versus 0.40 =
1.09fyear (median 0, mterquartile range
0-0) n type 2 diabetc patients (P <
0.001) Six patients (3%) were hospitalized
(for any reason) dunng the study, two in
the immediate assay group and four in the
control group (NS). The mean number of
visits to the Diabetes Center per year was
4.72 + 1.831n the immediate assay group
and 4.98 + 1.93 in the control group (NS}
The number of HbA;, determinations dur-
ing the study peniod was 3.69 + 0.90 1n the
immediate assay group and 3.61 + 0.92 in
the conirol group (NS).

The availability of immediate HbA
values at the time ol office visit cid not
decrease significantly the number of con-
tacts (by either letter or telephone) that
patients had with their health care
providers between office visits. Overall,
91% of the patients were contacted at least
once by their health care providers (physi-
cian or nurse) between oflice visits, usually
to report results of laboratory tests. The
mean number of contacts per year was
2.44 £ 1.28 m the immediate assay group
versus 2 73 + 1.84 1n the control group
{NS), and there was no dilference in the
breakdown between letters or telephone
calls [rom physicians or nurses (Table 2).
However, the pattern of contacts varied
remarkably between individual physicians
and their patients, and one of the six stall
physicians showed a sigmficant decrease in
letters to patients (2.63 + 0.92 in the con-
trol group versus 1.54 + 1.21 in the imme-
diate assay group, P << 0.03).

Immediate assay Control Significance (P}
n 86 78 —
Percent of patients with changes 69 83 0.028
in msulin regimen

Physician midated 74 66 0576

Patient iniriated 26 34 0076
Percent of paents wath.

Severe hypoglycemia® 30 29 0917

Visits to emergency room 15 L4 0464
Outpatient visits (number/year) 472 +183 498+ 1.93 0377
Contact with patients (number/year) 244128 273184 0.23¢

Letters from doctor 1.58+1.21 141+1.32 039

Phone calls from doctor 048+0.92 069+ 1.25 0.219

Contacts [rom nurse 036+1.04 0.60x1.27 0.1

Data are means = SD *Assessed by questionnaire at each visit.

DIABETES CARE, VOLUME 22, NUMBER 11, NOVEMBER 1999
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CONCLUSIONS — The purpose of
this ramdomized clinical tnal was to deter-
mine whether availability of HbA,, results at
the time of an office visit would lead to
improved glycemic control. The immediate
feedback provided by the benchtop ana-
lyzer resulted in a significant decrease in
HbA,, at 6- and 12-month [ollow-up, while
HbA,, levels did not change in the control
group These results occurred in both type
1 and insulin-treated type 2 diabetc
patients, the patient populations in which
frequent changes in insulin therapy are
mandated to achieve near-normoglycerma.
Because of the nature of the intervention,
the randomuzed trial could not be effec-
tively double-blind; however, the physi-
cians providing clinical care were only
aware of the goal of “clinical evaluation of
the DCA 2000 analyzer” and did not know
that their behavior, as well as patient com-
pliance, was being evaluated. The results of
the cument study are in general agreement
with those o a 6-month study by Marrero et
al. reported as an abstract {15) that showed
improved glycemic control in patients
whose providers were selected to receive
immediate HbA,. results. The important
role of the glycohemoglobin assay in facih-
tating improved glycemic control, indepen-
dent of the timing of the result reporting,
has been demeonstrated previously (3)

The patient population studied
reflected the overall population ol diabetic
patients followed in the Massachusetts Gen-
eral Hospital Diabetes Center: type 1 dia-
betic patients with mean age of 40 = 12
years, baseline HbA,,. of 821 + 1.49, and
daily insulin dose of 45 + 18 U, and type 2
diabetic patients with a mean age of 60 + 11
years, baseline HbA,. ol 8.72 + 1.91, and
daily insulin dose of 6] x 42 U. Moreover,
the modest exclusion criteria {or the trial
and the >90% enrollment rate of patients
asked to participate in this study underscore
the generalizability of the findimgs of this
clinical trial to the insulin-treated diabetic
population. Measurement of HbA, occurred
on average 3.65 + 0.91 times/year, and the
number ol office encounters per year was
4.85 + 1.88/year, values that are quite sim-
lar to those observed in a random saraple of
diabetic patients followed 1n the Diabetes
Center (16), suggesting that the care pro-
vided to this patient population was reflec-
tive of the overall care provided by the six
stall physicians and three climeal [ellows
that are part of the Dhabetes Center.

No specific changes in behavior were
dentified as being responsible [or the

improved glycemic control in the imme-
diate assay group Total insulin dose did
not change, although a small, but statisti-
cally significant, increase in the frequency
ol daily insulin mjections was detected.
The patients in the immediate assay
group changed insulin regimens less fre-
quently than patients in the control group
(Table 2), and the mproved glycemic
control they experienced suggests the
possibility that immediate feedback of
HbA,, results was more hkely to induce
clinically appropriate adjustments ol
insulin regimens.

The improvement in glycernic control
was nol accompanied by an increase in
severe hypoglycemic episodes, visits to
emergency rooms, ot increased use of
health care resources. The number of
phone and letter contacts by the health
care providers to diabetic patients did not
change significantly, contrary to our expec-
tations, in the immediaie assay group. The
{ailure to decrease patient contacts may be
due to the need to report other laboratory
data (e.g., lipid values). Contacts [rom
physician and nurses were assessed by
both patient questionnaire and chart
review at the end of the study petiod, and
it is unlikely that they were grossly under-
estimated. Moreover, it 15 unlikely that
such events would have been estimated
differently in the experimental and control
groups While no cost savings were real-
ized from cufferent [requency of follow-up
or use of medical resources between the
two groups, the cost savings associated
with a 0.5% decrease in HbA,, have been
established (17,18).

In summary, the benchtop, point-of-
service analyzer provided reliable and accu-
rate determinations of HbA| levels, n
accordance with previously reported studies
(9-14). The immediate leedback of HbA,,
results available at the time of patient
encounters resulted in a significant improve-
ment of glycemic control at 6 months and
persisted [or the entire 12-menth controlled
randomized trial The mtroduction of this
methodology was positively received by
both patients and physicians

Acknowledgments — This work was sup-
ported by a grant from Bayer (Elkhart, Indiana).
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