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In type 2 diabetes, insulin secretion is 
depressed ~50% at the time of diag-
nosis and progressively decreases (1) 

regardless of treatment (2). Because of 
this, noninsulin therapies eventually 
fail, and insulin treatment becomes 
necessary. Approximately 30% of 
Caucasians and African Americans 
and 22% of Mexican Americans with 
diabetes are currently taking insulin 
(this includes the 5% of patients with 
type 1 diabetes, all of whom require 
insulin) (3).

Primary care physicians (PCPs), 
who care for >90% of people with 
diabetes (4), have agreed that deci-
sions regarding insulin initiation 
should not be made exclusively by 
endocrinologists (5). Yet, they are 
reluctant to start insulin (6) and, 
once initiated, to intensify the regi-
men. In one study (7), 21% of PCPs 
never initiated or modified insulin 
doses, and 37% believed that only 
specialists should intensify insulin 
therapy. In one report (8), one-third 
of physicians regarded insulin as a 
treatment of last resort and withheld 
it until it was “absolutely necessary.” 
According to one report (9), once 
insulin was started in patients with 
type 2 diabetes, the dose or dosing 

frequency was increased in only 23%, 
and insulin was discontinued in 27%. 
In another study (10), only 31% of 
patients started on basal insulin had 
their treatment intensified, and, in 
32%, it was discontinued. Although 
most PCPs recognize the effectiveness 
of insulin, they still regard the initi-
ation of insulin therapy as one of the 
most difficult aspects of managing 
patients with type 2 diabetes (11). The 
reasons stated for their reluctance to 
start or intensify insulin included lack 
of time and experience (4,5), as well 
as patient reluctance to use insulin 
and the potential for hypoglycemia.

Three-fourths of patients who are 
>80% adherent in taking their mul-
tiple oral medications have A1C levels 
exceeding the American Diabetes 
Association’s target level of <7.0% 
for most patients (12). The reluctance 
on the part of PCPs to start insulin, 
even in industrialized countries (e.g., 
the United States, Canada, and the 
United Kingdom), is also reflected 
in the length of time during which 
patients’ type 2 diabetes remains 
out of control before insulin is pre-
scribed. In patients with A1C levels 
>8.0% who receive two or three 
oral antidiabetic drugs, the median 
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■ IN BRIEF Insulin dose adjustment decisions in 20 simulated patients by 
nine primary care physicians (PCPs) and nine endocrinologists were compared 
to the algorithms used in a diabetes program in a large safety-net clinic. 
The number of dose changes was similar in the PCP and endocrinologist 
groups; however, the amounts of the dose changes in the PCP group were 
significantly closer to the diabetes program algorithms than the amounts in the 
endocrinologist group. Time constraints, rather than lack of ability, seem to be 
the major barrier to PCPs treating patients with insulin.
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time to starting insulin was ~7 years 
(13,14), and, even then, only 22% of 
the patients received insulin (13). In 
another study (15) in patients whose 
diabetes control was poor while tak-
ing multiple oral antidiabetic drugs, 
only 25% of patients started insulin 
within 1.8 years, and, in half of the 
patients, it took 5 years before insu-
lin was started. In yet another study 
(16) in patients who had A1C levels 
>8.0% and were on two available oral 
antidiabetic drugs, only 42% started 
insulin, and it took nearly 3 years for 
them to do so. In various studies, the 
average A1C level when insulin ther-
apy was initiated ranged from 8.9 to 
9.8% (13,14,17,18). Furthermore, the 
mean A1C in patients taking insulin 
ranged from 7.9 to 9.3% (17,19,20). 
Almost two-thirds of insulin-treated 
patients fail to reach the target goal 
of <7.0% (21). Yet, clinical trials 
have shown that if insulin doses were 
adjusted every 1–4 weeks, the majority 
of patients would reach that goal (21).

From the PCPs’ perspective, there 
are two general reasons why they 
may be reluctant to start or inten-
sify insulin. The first is the structure 
of medical practice, in which lack 
of time is a major factor. Teaching 
patients to use insulin and to test 
their blood glucose levels reliably is 
time-consuming, although, in many 
practices, support staff carry out these 
tasks. However, increased frequency 
of visits is usually necessary as insulin 
doses are initially increased, and ana-
lyzing glucose results always takes a 
considerable portion of the usual 10- 
to 20-minute visit. There is also often 
a necessary increase in communica-
tions with patients outside of office 
visits regarding possible hypoglyce-
mia and other questions concerning 
their insulin therapy.

The second reason may be hesita-
tion because of PCPs’ own perceived 
lack of ability to adjust insulin doses 
appropriately. This study tests this 
ability by comparing insulin dose 
adjustment decisions by PCPs and 
endocrinologists to the decisions 
made by algorithms used in the dia-

betes program at the Martin Luther 
King, Jr., Outpatient Clinic of Los 
Angeles County, Calif.

Methods
For the past 35 years, the first author 
has taught and supervised mid-level 
health care providers (registered nurs-
es, nurse practitioners, physician’s as-
sistants, and clinical pharmacists) in 
caring for patients with diabetes using 
his detailed treatment algorithms. Part 
of these step-by-step plans include 
insulin dose adjustment algorithms 
(22), which have been very effec-
tive. For example, a registered nurse 
trained by the first author was placed 
in a family medicine clinic, where she 
was supervised by PCPs. The PCPs 
referred 178 patients with diabetes to 
her, of whom 111 were taking insulin 
at referral. Using these algorithms, the 
nurse was able to decrease A1C levels 
of 11.0 ± 2.1% at referral to 7.3 ± 
1.0% 9–12 months later in these 
insulin-requiring patients (23).

These insulin dose adjustment 
algorithms have recently been com-
puterized and served as the arbitrarily 
termed “gold standard” against which 
the decisions of nonacademic PCPs 
(n = 9) and endocrinologists (n = 9) 
were compared. Seven of the PCPs 
worked in safety-net clinics and 
two worked at a U.S. Department 
of Veterans Affairs hospital. Three 
of the endocrinologists were faculty 
members at other institutions; the 
remaining six were in private practice. 
There were 11 male and 7 female phy-
sicians. The average number of years 
(range) after graduation from medi-
cal school was 22.3 (5–44) and 37.9 
(13–54) for the PCPs and endocrinol-
ogists, respectively.

Twenty simulated cases were pre-
pared using actual data downloaded 
from glucose meters over a 1-month 
period (28–34 days) from patients 
cared for by Anne L. Peters, MD, 
director of the University of Southern 
California’s clinical diabetes program. 
Information available to the physi-
cians included the simulated patients’ 
height, weight, sex, insulin regimen 

(type of insulin, when injected, and 
doses), range of time when meals 
were eaten, and pre- and postprandial  
glucose targets. The physicians also 
received not only measured glucose 
values with the dates and times they 
were measured, but also the distribu-
tion of these values in a scattergram. 
An example of a simulated patient on 
a self-mixed/split regimen is shown 
in the Supplementary Appendix to 
this article. The 20 simulated cases 
included 3 with basal insulin alone, 
4 with a basal/bolus insulin regimen, 
6 with self-mixed/split regimens, 5 
with premixed insulins, 1 with U-500 
regular insulin, and 1 with delayed 
peaking of NPH insulin. Physicians 
were not allowed to discontinue an 
insulin preparation and substitute 
another one (a quantitative analysis 
would not be feasible in that case) but 
could add at another time a prepara-
tion that was already being given at 
one time or start a short- or rapid-act-
ing insulin preparation if it was not 
already part of the insulin regimen.

Comparisons were made in three 
ways. First, the number of times that 
the gold-standard algorithms made 
a change in an insulin dose in the 
20 cases was compared to the aver-
age number of times that the PCPs 
and the endocrinologists also made 
a change. Second, when both the 
gold-standard algorithms and the 
PCPs and/or endocrinologists made 
a change in a specific dose, the actual 
changes in the dose were compared 
and expressed as change by gold stan-
dard minus change by PCPs and/or 
endocrinologists (± SD). Third, the 
number of times that the gold-standard 
algorithms did not make a change in 
an insulin dose in the 20 cases was 
compared to the number of times the 
PCPs and endocrinologists also did 
not make a change. The differences 
between the gold standard and the 
PCPs were compared to the differ-
ences between the gold standard and 
the endocrinologists by the Wilcoxon 
rank-sum test. The two-tailed 5% sig-
nificance level was used throughout.
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This study was approved by the 
institutional review board of the 
Los Angeles County Department of 
Public Health.

Results
Each component of the insulin regi-
men has a maximal effect during one 
of four specific periods of the 24-
hour day/night cycle (i.e., overnight, 
morning, afternoon, or evening). The 
gold-standard algorithms make a spe-
cific recommendation of change or no 
change in the dose for each compo-
nent of the insulin regimen based on 
the glucose values in the correspond-
ing period. For example, rapid-acting 
insulin injected before breakfast 
mainly affects glucose concentrations 
between breakfast and lunch, where-
as a basal insulin whenever injected 
mainly affects the longest period of 
time in which no food is eaten, usu-
ally overnight.

The gold-standard algorithms 
recommended 44 insulin dose 
changes for the 20 cases. The aver-
age number of changes made for 
the 20 cases by the PCPs and the 
endocrinologists at the same times 
were both 29.3 (67%) (Figure 1A). 
The identical number of changes 
in the two groups does not neces-
sarily imply that the changes were 
always made under the same circum- 
stances. The difference in dose changes 
compared to the gold-standard 
algorithms was −1.2 ± 6.3 units and 
−5.1 ± 12.3 units by the PCPs and 
the endocrinologists, respectively 
(P < 0.0001). The negative differences 
indicate that, in both groups, the 
mean changes in insulin doses were 
greater than in the gold-standard 
algorithms, but recommendations by 
the PCPs were significantly closer to 
the gold-standard recommendations 
than those by the endocrinologists. 
The large SDs reflect the variability in 
insulin dosing, with more variability 
by the endocrinologists than by the 
PCPs (although not significantly so).

There were 23 instances in the 20 
cases where the gold-standard algo-
rithms did not recommend an insulin 

■ FIGURE 1. Decisions regarding insulin dose adjustments by the gold-standard 
(GS) algorithms, PCPs, and endocrinologists (Endos). The figure shows A) the num-
ber of dose changes at the requisite times, B) the total number of no dose changes at 
the requisite times, and C) the total number of no dose changes at the requisite times 
eliminating instances for which too few glucose values dictated no change by the 
gold-standard algorithms. See Results for a definition of “requisite times.”
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dose change in a component of the 
insulin regimen. The average num-
ber of no changes in those instances 
was 12.4 (54%) by the PCPs and 11.7 
(52%) by the endocrinologists (Figure 
1B). Again, the similar number of no 
changes in the two groups does not 
necessarily imply that the lack of a 
change occurred under the same 
circumstances.

The gold-standard algorithms 
made no change in insulin dose under 
two circumstances: if the appropri-
ate glucose values were within the 
target range or if there were too few 
of them. The PCPs and endocrinol-
ogists may have disagreed with the 
appropriate number of glucose values 
that would allow a change and thus 
made a change with fewer values than 
the gold-standard algorithms would 
have. This would decrease the level 
of agreement between the results of 
the gold-standard algorithms and the 
individual physicians. However, if the 
10 instances in the 20 cases where the 
gold-standard algorithms would not 
have made a change because of too 
few values were eliminated, leaving 
13 instances where no change was 
made because of values in the tar-
get range, the average number of no 
changes in those instances was 5.9 
(45%) by the PCPs and 6.2 (48%) 
by the endocrinologists (Figure 1C). 
Thus, eliminating this possible source 
of disagreement did not change the 
level of agreement between the 
gold-standard algorithms and the two 
physician groups.

Discussion
There is no one right way to adjust 
insulin doses. As long as appropriate 
dose changes are made at appropriate 
intervals (e.g., more frequently when 
doses are being titrated and less fre-
quently when more stable doses are 
reached), diabetes control should 
improve and, in many cases, be sat-
isfactory. The number of times that 
the PCPs and the endocrinologists 
changed or did not change the insulin 
dose compared to the gold-standard 
algorithms did not differ between the 

two groups. When adjustments were 
made by both the gold-standard al-
gorithms and the PCPs or endocri-
nologists, the average dose changes by 
the PCPs (−1.2 ± 6.3 units) were sig-
nificantly closer to the gold-standard 
algorithms than those made by the 
endocrinologists (−5.1 ± 12.3 units). 
There was also less variability in the 
changes made by the PCPs than by 
the endocrinologists.

Given the similarity of the res- 
ponses of PCPs and the endocrinolo-
gists compared with the gold-standard 
algorithms, it would seem that PCPs 
should be able to adjust insulin doses 
appropriately if they took the oppor-
tunity to do so. This suggests that the 
time constraints of the current med-
ical system play an important role in 
the reluctance of PCPs to start and 
intensify insulin therapy.

Telemedicine is a potential solu-
tion to this problem. Several studies 
have shown the effectiveness of tele-
medicine programs in which remote 
glucose monitoring values were sent 
to providers, with clinical decisions 
regarding insulin adjustments made 
either directly by endocrinologists or 
by nurses supervised by endocrinol-
ogists (24–28). Our results strongly 
suggest that PCPs could also carry 
out telemedicine adjustments of 
insulin doses appropriately. The 
lack of a face-to-face interaction is 
not an issue for telemedicine adjust-
ments of insulin doses because dose 
change recommendations based only 
on glucose readings (independent 
of known clinical parameters) were 
just as effective as recommendations 
made by endocrinologists who knew 
the patients (21). 

Using reports generated by these 
(or similar) computerized insulin 
dose adjustment algorithms after 
meters are downloaded in the office 
or remotely will save PCPs time 
and, if done remotely, decrease 
face-to-face visits. The latter tele-
medicine approach is economically 
feasible because of a recently insti-
tuted Centers for Medicare & 

Medicaid Services monthly fee of $42 
for telemedicine “visits.”

Acknowledgments
The authors gratefully acknowledge Anne 
L. Peters, MD, for providing the glucose 
meter values and the following physicians 
for analyzing the 20 simulated cases: Merlyn 
Asuncion, MD; Michael Bush, MD; Charles 
Fisher, MD; Neil Goldberg, MD; Christina 
Harris, MD; Eli Ipp, MD; Robert Jenders, 
MD; Leonard Kleinman, MD; Yoshi Laing, 
MD; Andy Lee, MD; Seymour Levin, MD; 
Gerald Levine, MD; Ruchi Mathur, MD; 
Bahram Mirza, MD; Bharti Nachnani, MD; 
Angela Nossett, MD; Carol Schwartz, MD; 
and Monica Soni, MD.

Funding
This research did not receive any specific 
grant from funding agencies in the public, 
commercial, or not-for-profit sectors.

Duality of Interest
No potential conflicts of interest relevant to 
this article were reported.

Author Contributions
M.B.D. planned the study, obtained the glu-
cose data, and wrote the manuscript. P.D. 
carried out the study, entered the data, and 
reviewed the manuscript. S.J.D. helped plan 
the study, developed the case studies, and 
reviewed the manuscript. M.L. suggested 
the statistical analysis, carried out the 
statistical analysis, and reviewed the manu-
script. M.B.D. is the guarantor of this work 
and, as such, had full access to all the data 
in the study and takes responsibility for the 
integrity of the data and the accuracy of the 
data analysis.

References
1. U.K. Prospective Diabetes Study Group. 
Overview of 6 years’ therapy of type II 
diabetes: a progressive disease. Diabetes 
1995;44:1249–1258

2. Holman RR. Assessing the poten-
tial for α-glucosidase inhibitors in 
prediabetic states. Diabetes Res Clin Pract 
1998;40(Suppl.):S21–S25

3. Selvin E, Porrinello CM, Daya N, 
Bergenstal R. Trends in insulin use and 
diabetes control in the U.S.: 1988–1994 and 
1999–2012. Diabetes Care 2016;39:e33–e35

4. Davidson JA. The increasing role of pri-
mary physicians in caring for patients with 
type 2 diabetes mellitus. Mayo Clin Proc 
2010;85(Suppl. 12):S3–S4

5. Yap KKL, Yan Y, Cheillah A. Barriers 
to insulin initiation in type 2 diabetes 
mellitus: a single institution study among 
the physicians [Abstract 209]. Association 
of American Endocrinologists meeting, 
2013. Available from https://www.aace.com/
meetings/annual-meeting/abstracts/archive. 
Accessed 1 August 2017

D
ow

nloaded from
 http://ada.silverchair.com

/clinical/article-pdf/36/1/39/500963/39.pdf by guest on 10 April 2024

http://clinical.diabetesjournals.org
https://www.aace.com/meetings/annual-meeting/abstracts/archive
https://www.aace.com/meetings/annual-meeting/abstracts/archive


V O L U M E  3 6 ,  N U M B E R  1 ,  W I N T E R  2 0 1 8 	 43

F
E

A
T

U
R

E
 A

R
T

IC
L

E

d av i d s o n e t  a l .

6. Jeavons D, Hungin APS, Cornford CS. 
Patients with poorly controlled diabetes 
in primary care: healthcare clinicians’ 
beliefs and attitudes. Postgrad Med J 
2006;82:347–350

7. Cuddihy RM, Philis-Tsimikas A, Nazeri 
A. Type 2 diabetes care and insulin intensifi-
cation: is a more multidisciplinary approach 
needed? Results from the MODIFY survey. 
Diabetes Educ 2011;37:111–123

8. Meece J. Dispelling myths and removing 
barriers about insulin in type 2 diabetes. 
Diabetes Educ 2006;32:1342–1349

9. Patrick AR, Fischer MA, Choudry NK, et 
al. Trends in insulin initiation and treatment 
intensification among patients with type 2 
diabetes. J Gen Intern Med 2013;29:320–327

10. Khunti K, Nikolajsen A, Thorsted BL, 
Andersen M, Davies MJ, Paul SK. Clinical 
inertia with regard to intensifying ther-
apy in people with type 2 diabetes treated 
with basal insulin. Diabetes Obes Metab 
2016;18:401–409

11. Hayes RP, Fitzgerald JT, Jacober SJ. 
Primary care physician beliefs about insulin 
initiation in patients with type 2 diabetes. 
Int J Clin Pract 2008;62:860–868

12. Juarez DT, Ma C, Kumasaka A, 
Shimada R, Cavis J. Failure to reach target 
glycated A1c levels among patients with 
diabetes who are adherent to their antidia-
betic medication, Population Health Manag 
2014;17:218–223

13. Khunti K, Wolden MI, Thorsted BL, 
Andersen M, Davies MJ. Clinical inertia in 
people with type 2 diabetes: a retrospective 

cohort study of more than 80,000 people. 
Diabetes Care 2013;36:3411–3417

14. Calvert MJ, McManis RJ, Freemantle N. 
Management of type 2 diabetes with multi-
ple oral hyperglycaemic agents or insulin in 
primary care retrospective cohort study. Br 
J Gen Pract 2007;57:455–460

15. Rubino A, McQuay LJ, Gough SC, 
Kvasz M, Tennis P. Delayed initiation 
of subcutaneous insulin therapy after 
failure of oral glucose-lowering agents in 
patients with type 2 diabetes: a popula-
tion-based analysis in the UK. Diabet Med 
2007;24:1412–1418

16. Nichols GA, Koo YH, Shah SN. Delay 
of insulin addition to oral combination ther-
apy despite inadequate glycemic control. J 
Gen Intern Med 2007;22:453–458

17. Harris SB, Kapor J, Lank CN, Willan 
AR, Houston T. Clinical inertia in patients 
with T2DM requiring insulin in family prac-
tice. Can Fam Physician 2010;6:e418–e424

18. Home P, Naggar NE, Khamseh M, et 
al. An observational non-interventional 
study of people with diabetes beginning 
or changed to insulin analogue therapy in 
non-Western countries: the A1chieve study. 
Diabetes Res Clin Pract 2011;94:352–363

19. Ziemer DC, Miller CD, Rhee MK, et al. 
Clinical inertia contributes to poor diabetes 
control in a primary care setting. Diabetes 
Educ 2005;31:564–571

20. Chen Y, Abbott S, Nguyen M, Grabner 
M, Quimbo R. Glycemic control of insulin 
treated patients across the U.S.: epidemi-
ologic analysis of a commercially insured 
population. Diabetes 2013;62(Suppl. 1):A704

21. Bashan E, Herman WH, Hodish I. 
Are glucose readings sufficient to adjust 
insulin dosage? Diabetes Technol Ther 
2011;13:85–92

22. Davidson MB. Insulin therapy: 
a personal approach. Clin Diabetes 
2015;33:123–135

23. Davidson MB, Blanco-Castellanos M, 
Duran P. Integrating nurse-directed diabe-
tes management into a primary care setting. 
Am J Manag Care 2010;16:652–656

24. Davidson MB, Lewis G. Effect of data 
management on a central server on HbA1C 
levels in insulin-requiring patients. Diabetes 
Care 2003;23:706–707

25. Kwon H-S, Cho J-H, Kim H-S, et al. 
Establishment of blood glucose monitoring 
system using the Internet. Diabetes Care 
2004;27:478–483

26. Bergenstal RM, Bashan E, McShane 
M, Johnson M, Hodish I. Can a tool that 
automates insulin titration be a key to dia-
betes management? Diabetes Technol Ther 
2012;14:675–682

27. Saenez A, Brito M, Moron I, Torralba 
A, Garcia-Sanz E, Redondo J. Development 
and validation of a computer application to 
aid the physician’s decision-making process 
at the start of and during treatment with 
insulin in type 2 diabetes: a randomized 
and controlled trial. J Diabetes Sci Technol 
2012;6:581–588

28. Tildesley HD, Conway ME, Deng L, 
et al. The effectiveness of Internet inter-
vention on 926 patients with diabetes 
mellitus for up to 30 months. Can J Diabetes 
2015;39:216–220  

D
ow

nloaded from
 http://ada.silverchair.com

/clinical/article-pdf/36/1/39/500963/39.pdf by guest on 10 April 2024


