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Abstract 
Innovations in syringe and pen needle (PN) technology over the last 100 years have led to important advances in insulin 
delivery for people with diabetes, paralleling the strides made in developing recombinant DNA human insulin and insulin 
analogs with varying onset and duration of action. In this review, the history of advances in insulin delivery is described, 
focusing on progress in syringe, needle, and PN technologies. The early glass and metal syringes that required sterilization 
by boiling have been replaced by disposable, single-use syringes or pens with clear labeling for precise insulin dosing. The 
early needles ranging in length from 19 to 26 mm that required manual sharpening against a whetstone have been replaced 
by syringe needles of 6 mm and PNs of 4 mm in length as slender as 34 gauge. Imaging studies using ultrasound and 
computed tomography measured the thickness of skin and subcutaneous tissue layers to show feasibility of targeted insulin 
administration with shorter needles. These developments, coupled with innovations in needle/PN wall and tip structure, 
have led to improved injection experience for people with diabetes. It is also important to acknowledge the role of injection 
technique education, together with these advances in injection technology, for improving clinical outcomes and patient 
satisfaction. With continued projected growth of diabetes prevalence, particularly in developing countries where expensive 
and complex insulin delivery systems may not be practical, insulin syringes and pens will continue to serve as reliable and 
cost-effective means of insulin delivery for people with diabetes. 
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Introduction 

The century since insulin was discovered in 1921 has wit-
nessed tremendous change and improvements in insulin ther-
apy for people with diabetes mellitus. Considerable advances 
have been made in isolating and purifying insulin and in 
manufacturing recombinant DNA human insulin and insulin 
analogs with varying onset and duration of action to better 
match physiological insulin requirements. 

Methods of insulin delivery likewise have improved 
greatly over the past 100 years. Improvements in syringe and 
needle technology have led to other innovations, including 
insulin pens, which have now become “smart” (eg, with 
bolus calculator) and connected (for remote monitoring). 
Insulin pumps, connected with systems for continuous glu-
cose monitoring (CGM) have evolved into automated insulin 
delivery systems with algorithms that control them. Many of 
the insulin delivery technologies have evolved from simple 
syringes, and to this day, the foundations of insulin delivery 
are based on delivering insulin from a “chamber” via piston/ 
piston-like mechanism to the subcutaneous (SC) tissue for 
absorption into the bloodstream. 

The aim of this review is to describe the history of advances 
in insulin delivery, with focus on progress in syringe, needle, 
and pen needle (PN) technologies. In addition, the benefits of 
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these advances for people with diabetes are discussed, not 
only in terms of glycemic control, but also with regard to 
improved comfort and ease of administration. 

History of Syringes and Pens Used for 
Subcutaneous Insulin Administration 

The first syringes used for parenteral administration of insu-
lin were made of metal and glass.1 These reusable syringes 
were costly, cumbersome to use, and prone to leakage, slip-
ping, and breaking. Both syringes and needles required regu-
lar sterilization by boiling them in water. In 1924, Becton, 
Dickinson, and Company (BD, Franklin Lakes, NJ) intro-
duced the first specialized insulin syringe, which was shortly 
followed by the Novo syringe from Novo Nordisk (Bagsværd, 
Denmark) in 1925.2 In 1930, Fairleigh S. Dickinson obtained 
a patent for a Luer lock fitting for hypodermic syringes, an 
invention that contributed to reducing syringe disengage-
ment during injection and led to the development of dispos-
able Luer lock syringes.3,4 

The first disposable glass syringe, the Hypak™ syringe 
from BD, became available in 1954, followed the next year by 
the first all-plastic syringe (Monoject™, Roehr Products Inc., 
Waterbury, Connecticut).1 Developments in the 1960s included 
BD’s 1-mL Luer-Lock insulin syringe available with either a 
detachable or permanently attached needle and the widespread 
availability of disposable plastic syringes.1,2 New technologies 
had to be developed to enable smooth functioning of these 
plastic syringes, such as adding silicon oil to reduce friction 
between the plunger and the wall of the syringe. 

The widespread production of plastic syringes by several 
manufacturers introduced new concepts regarding insulin 
syringe use: disposability, discretion, and affordability. 
Moreover, safety improved as the syringe barrels were 
labeled to match the units of insulin dispensed with the stan-
dardization to U-100 syringes.1,2 

The availability of disposable syringes has improved the 
quality of life of people with diabetes; however, their avail-
ability has also contributed to substantial increases in the 
volume of medical waste and sharps hazards for sanitation 
workers, dual challenges for communities around the globe.5 

The subsequent introduction of insulin pens offered 
patients more flexibility and an accurate and discrete option 
for insulin delivery.2 The first reusable insulin pen, the 
NovoPen, was launched by Novo Nordisk in 1985.2 Uptake 
of these devices was very rapid in the European Union and 
Japan but was slow in the United States, where cost and 
lack of insurance reimbursement were major barriers to 
their adoption.1,6 

History of Innovations in Needle 
Technology 

At the inception of SC insulin therapy, the primary focus of 
needle technology revolved around ensuring delivery of 

insulin into the SC compartment, whereby the needle has to 
penetrate the skin and the needle tip accesses the SC adipose 
tissue, while avoiding the muscle and muscle fascia. It should 
be acknowledged that diabetes was the first condition for 
which patients were given the responsibility of regularly 
self-injecting a drug, a highly potent drug, and not all physi-
cians at the time were aligned with this therapeutic plan. 

With time, as needles became more sophisticated, the 
focus of developments in needle technology broadened to 
include the patient perspective—minimizing injection pain, 
maximizing ease of use—as well as minimizing the risk of 
intramuscular (IM) injection. New assessments of patient-
reported outcomes (PROs) included measures of preference, 
required thumb force, ease of pen use, and the frequency and 
intensity of pain with insulin administration.7,8 Innovations 
that spurred reductions in needle length and diameter (gauge), 
together with changes in needle tip and needle hub geometry, 
were accomplished alongside breakthroughs in understand-
ing of the anatomy and physiology of skin and SC tissue.9 

Needle Length and Gauge 

Needle length and injection site. The first needles used to 
inject insulin were the same as those used for general medi-
cal purposes and were much longer and larger in diameter 
as compared with today’s syringe needles and PNs. These 
early needles ranged in length from 19 to 26 mm and were 
manually sharpened for repeated use against a whetstone by 
the user.10,11 Their length and design could evoke anxiety 
and tension in people with diabetes, especially children. 
Looking from today's perspective we now understand that 
these early needles posed substantial risks for IM injections 
by people self-injecting insulin.9 In 1985, when the first 
widely used insulin pen was introduced by Novo Nordisk, 
the PN length most commonly available was still 16 mm 
(Figure 1).11 Today, by comparison, the needles preattached 
to disposable U-100 insulin syringes are as small in diam-
eter as 31 gauge (G) and as short as 6 mm, while PNs can 
be as thin and short as 34G x 3.5-4 mm. (The higher the 
gauge number, the thinner the needle.) The external diam-
eter of a 32G needle is 0.23 to 0.24 mm, similar to the diam-
eter of a human eyelash.11 

Early imaging studies of the human skin in the 1980s 
began to raise concerns about needle lengths being longer 
than measured depths of SC tissue at different body sites, 
especially at the thigh, with increased risk of IM injection 
and subsequent variability in insulin absorption.12,13 At the 
time, a perpendicular injection technique without pinch-up of 
a skin fold was recommended for most people with diabetes.14 

Subsequent imaging studies using ultrasound and computed 
tomography identified variations in SC tissue thickness in 
adults and children according to injection site, sex, body 
mass index (BMI), and age.9,15-18 A number of other studies 
in the late 1980s and 1990s characterized the risks of IM 
insulin injection13,19 and raised scientific questions regarding 

https://diabetes.14
https://eyelash.11
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Figure 1. Needle evolution over the years: relative lengths and gauges (not actual sizes). 

how best to administer insulin SC16,17 and whether there was 
variability in the rate of insulin absorption from different 
injection sites in both obese and nonobese people.20,21 

For children, the risks of IM injections were particularly 
pertinent, as they often used the same needle length as adults. 
Utilizing ultrasound to identify insulin injection locations in 
children, Polak et al reported in 1996 that 31% of single 
injections by 59 children delivered the insulin IM.22 The 
majority of children were using needles with a length of 12.7 
mm and injecting perpendicular to the thigh or arm into a 
skinfold. Two years later, Birkebaek and colleagues raised 
the need to individualize injections to 90- or 45-degree angles 
according to specific injection sites because of variations in 
skin and SC thickness in children with type 1 diabetes.17 

In addition, they raised a call to action, based on their find-
ings, for development of a 4 mm PN, later supported by the 
work of Lo Presti et al.18 

For adults with diabetes, the thickness of skin and SC adi-
pose layers at injection sites was most comprehensively 
examined by Gibney et al using high-frequency ultrasound.9 

Their study enrolled 388 patients with diabetes (28% with 
type 1 diabetes) from diverse ethnic backgrounds, in even 
sex ratios, and ranging in age from 18 to 85 years with BMI 
ranging from 19.6 to 64.5 kg/m2. Statistically significant dif-
ferences were observed in both skin and SC thickness for 
several factors examined, including sex, race, BMI, and body 
sites. However, the differences in skin thickness were small 
and considered not clinically significant, with <0.6 mm 
variation among sites in mean skin thickness (from 1.87 mm 
in the thigh to 2.41 mm in the buttocks). By contrast, mean 
thickness of SC tissue showed a wider range, with a 5 mm 
mean difference among sites (from 10.35 mm in the thigh to 
15.45 mm in the buttocks). The authors concluded that for 
most adults a needle length of 4-5 mm inserted at 90 degrees 

would enter the SC tissue with minimal risk of IM injection.9 

In a follow-up study of 341 people with diabetes analyzing 
risk of IM injection at usual injection sites for SC insulin 
(thigh, arm, abdomen, and buttock) the same authors esti-
mated IM injection risks, using a 4 mm needle inserted at 90 
degrees without skin pinch-up, of only 1.6% and 0.1% at 
thigh and abdomen, respectively.23 

The development of shorter needles was accompanied by 
the development of needles with smaller diameters (ie, 
higher gauge number). A Danish study of healthy volunteers 
published in 2006 compared different PN diameters (23G to 
32G) for the frequency and intensity of pain and the occur-
rence of bleeding using an automated, controlled insertion 
device.24 A greater frequency of pain was identified with the 
larger needle diameters. Use of the thinnest and shortest PN 
studied (32G x 6 mm) was associated with significantly 
fewer painful insertions and fewer bleeding insertions as 
compared with larger gauge needles.24 

Needle size and glycemic control. As needles became shorter 
and of finer gauges, questions arose whether these needles 
could present delivery issues, such as leakage and insuffi-
cient insulin dose delivery, potentially leading to detrimen-
tal effects on glycemic control. A crossover study comparing 
2 PNs of 12.7 and 8 mm lengths found no alteration in gly-
cemic control over 9 weeks for obese and non-obese people 
with diabetes, although a few people, most of them obese, 
experienced an increase in fructosamine levels after 
switching to the 8 mm length.25 Subsequent investiga-
tions confirmed that with even shorter needle lengths (4-6 
mm), glycemic control remained unaffected in adults 
with diabetes.8,26-29 For example, a 4 mm needle length 
was shown to safely and effectively deliver insulin over 3 
weeks for obese and non-obese patients, with equivalent 

https://length.25
https://needles.24
https://device.24
https://respectively.23
https://diabetes.17
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glycemic control (measured as percent absolute changes in 
fructosamine) and no difference in insulin leakage as com-
pared with 5 or 8 mm PNs.8 

The body of evidence regarding needle/PN length for 
improving insulin delivery from the perspective of the 
thickness of skin and SC tissue layers was reviewed and 
recognized in recent guidelines of medical associations, 
which note that recent evidence supports the effectiveness 
and tolerability of short needles for SC insulin injections 
(eg, 4 mm PNs).30,31 

Limits on further shortening of syringe needles are posed 
by the need for needles to pass through the rubber seals of 
insulin vials. Limits on further thinning of needles/PNs 
include the need to retain sufficient mechanical strength of 
the needle/PN, while remaining within the bounds of afford-
ability and cost-effectiveness.32 

The Patient Perspective 

Impact of needle length and gauge on pain and patient-reported 
outcomes. With the availability of shorter needle and PN 
lengths of 6, 5, and 4 mm, studies that addressed clinical 
concerns regarding insulin delivery into the SC tissues 
also introduced new methods of needle evaluation, 
whereby the patient perspective and PROs were brought 
more into consideration. Systematic clinical studies inves-
tigated the correlation between needle length and gauge 
and pain perception, as well as patient preferences. Suc-
cessive generations of shorter needle/PN lengths were 
associated with lower recorded pain scores in adults: 8 vs. 
12.7 mm,25 6 vs. 8 mm,33 5 vs. 8 or 12 mm,34,35 and 4 vs. 5, 
8, or 12.7 mm needle/PN lengths.8,28 

In a 1-week crossover comparison between a 32G x 6 mm 
and a 31G x 5 mm PN, the 32G x 6 mm PN was associated 
with lower pain scores.36 In another 1- to 2-week crossover 
study, a greater percentage of patients preferred a smaller 
gauge PN tip (32G x 6 mm vs. 30G x 8 mm; 58% vs. 26%, 
respectively); however, responses for ease of pushing insulin 
out through the needle favored the larger gauge (30G) PN.37 

The results of these studies suggest that both needle length 
and gauge can influence injection-related pain and patient 
comfort. 

Needle and needle tip geometry, hub design. Additional fac-
tors beyond needle length and gauge are known to affect 
injection pain32 Thinner needles are intended to reduce 
injection pain; however, the subsequent decrease in inner 
diameter may result in more force required to deliver the 
dose, insulin leakage from the PN tip or injection site, and 
potentially more frequent needle bending and breaking. 

Study of the mechanics of needle insertion indicate that 
greater force to penetrate the skin is correlated with more 
frequent pain.38 An early study of penetration force for 
needle insertion identified the importance of needle lubri-
cation to reduce drag resistance.39 Needle sharpness is 

Figure 2. (a) Three-bevel needle tip, (b) 5-bevel tip. Reprinted 
with permission from Hirsch L, Gibney M, Berube J, Manocchio 
J. Impact of a modified needle tip geometry on penetration force 
as well as acceptability, preference, and perceived pain in subjects 
with diabetes. J Diabetes Sci Technol. 2012;6(2):328-335.43 

another important factor, as pain is associated with needle 
bluntness.40,41 In addition, the SC tissue counter-pressure 
on injection has been modeled, with the aim of applying 
this parameter in needle assessments to ensure that full 
insulin doses are delivered while minimizing backflow and 
potentially reducing injection-related pain.42 

Bevel design of the needle tip and its impact on penetra-
tion force has also been studied extensively. In a 2-part study 
examining both penetration force and patient-reported pain 
and preferences in people with diabetes, preclinical force 
testing in the laboratory measured 23% less mean penetra-
tion force for 5-bevel PNs as compared with similar-sized 
3-bevel PNs (from 32G x 4 mm to 31G x 8 mm) (Figure 2).43 

In a blinded comparison phase, patients were not able to dis-
tinguish between the 2 needle types; however, after short-
term home use when informed of the modified design, 
unblinded patients rated the 5-bevel needles significantly 
more comfortable, easier to insert, and more preferable, as 
well as significantly less painful, compared with their usual 
3-bevel PNs.43 

A later study adopted a different approach, using 3-bevel 
needle tips that were modified asymmetrically; these dem-
onstrated better performance than traditional grind 3-bevel 
needles in terms of penetration force and pain but were 
equivalent to a 5-bevel needle.41 Evaluated in a laboratory 
setting using a polyurethane substrate, a new 7.5 degree 
angled 3-bevel PN required less penetration force as com-
pared with standard 11 degree angled 3- and 5-bevel nee-
dles; however, patient experiences with the PN were not 
evaluated.44 

Design changes to inner walls of the needle lumen have 
also been introduced to commercially available needles. 
Leaving the outer diameter of needles unchanged, with a 
thin-wall needle the inner diameter is increased by 25%, 
and with an extra-thin wall needle, by >30%.45,46 The 
resultant increase in cross-sectional area, estimated as 
being 60% for the thin-wall needle, enables higher flow 
rate of the fluid passing the needle and lower plunger pres-
sure resulting from reduced flow resistance.45 In a compari-
son of 2 31G PNs with vs. without a thin wall, participants 
reported significantly less pain over 2 weeks of using the 
thin-wall PN as compared with the regular-wall PN, and 

https://resistance.45
https://evaluated.44
https://needle.41
https://2012;6(2):328-335.43
https://resistance.39
https://scores.36
https://cost-effectiveness.32
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Figure 3. Pen needle design of BD Nano™ 2nd Gen (left) and 
representative conventional posted-hub (right) of comparator 
devices. The BD Nano™ 2nd Gen PN proprietary surface 
geometry contains features to first concentrate pressure at 
the insertion site, and then distribute the applied load upon 
full engagement with the skin surface. Needles in posted-hub 
designs extend from a small diameter cylindrical feature 3-4 
mm axially from the hub base (BD Nano™ shown at right). 
Abbreviations: BD, Becton, Dickinson and Company. Reprinted 
with permission from Rini C, Roberts BC, Morel D, Klug R, 
Selvage B, Pettis RJ. Evaluating the impact of human factors and 
pen needle design on insulin pen injection. J Diabetes Sci Technol. 
2019;13(3):533-545.48 

more participants expressed an overall preference for the 
thin-wall PN (78% vs. 8%, respectively).45 The potential 
impact of reducing flow resistance during injections was 
further explored in a 2-part study employing both quantita-
tive and clinical testing of a redesigned extra-thin wall PN 
incorporating a 5-bevel tip.46 In quantitative laboratory 
testing, the extra-thin wall PNs performed significantly bet-
ter than standard PNs of similar size with respect to thumb 
force, flow, and time to deliver medication. After 1 week’s 
home use, the extra-thin wall PNs were preferred overall by 
people with diabetes and rated as requiring less time and 
less thumb force for injections.46 

A more recent innovation is a redesigned needle hub, 
which is the area at the base of the needle shaft (cannula) that 
attaches the needle itself to an insulin pen. The redesign was 
motivated by results of studies in humans and animal models 
recording variations in injection depth associated with the 
variable force applied against skin during injections.47,48 The 
new hub design aims to reduce the impact of variable injec-
tion force by dispersing insertion forces across a contoured 
and expanded surface area (Figure 3). 

In a 15-day crossover trial of the extra-thin wall, 5-bevel 
32G x 4 mm PN also incorporating the hub redesign, a visual 
analog scale was used to evaluate overall preference, injec-
tion pain, ease of use, overall comfort, and anxiety for needle-
stick injuries.7 Participants rated the 32G redesigned PN as 
less painful, more comfortable, and easier to use, and overall 
preferred when compared with other 32G PNs of similar 
length.7 Specific PN improvements consistently preferred by 

study participants also included a larger outer needle cover 
with ergonomically designed grooves for gripping, and a col-
ored, larger, more prominent inner shield. In a subsequent 
single-visit study, PROs were similarly positive, with less 
injection pain and less perceived dose delivery force reported 
for the extra-thin wall, 5-bevel 32G x 4 mm PN as compared 
with 4 thinner commercially available PNs.49 

Injection Technique Education 

Injection technique education plays an important role, 
together with the aforementioned advances in injection tech-
nology, in improving patient outcomes and satisfaction.50 

The results of a recent survey conducted in Canada indicate 
that injection technique was suboptimal among the 230 par-
ticipants, each of whom was making at least 1 of 7 potential 
errors in insulin injection technique, most commonly 2 
(22%), 3 (27%), or 4 errors (22%).51 Many participants 
reported using a smaller than recommended area for their 
insulin injections (64%), reusing their PNs (39%), or inject-
ing into lipohypertrophic tissue (lumps or bumps under their 
skin; 37%).51 

Lipohypertrophy (LH) is a common complication of insu-
lin injections in people with diabetes (both type 1 and type 
2), with reported prevalence ranging from 30 to 65% depend-
ing on study population.30,52,53 Predisposing factors for LH 
development that have been described include small skin 
area size in which injections are applied repeatedly, failure to 
rotate injection sites, needle reuse, low BMI (underweight), 
and use of ice-cold insulin.54,55 The absorption of insulin 
when injected into LH lesions may be reduced and inconsis-
tent, frequently resulting in erratic glucose control and hypo-
glycemic episodes.53,55 After moving the injections away 
from LH lesions, insulin doses can be decreased with 
improved insulin absorption. 

Annual examinations by healthcare providers and patient 
education on insulin injection technique can improve dia-
betes control and quality of life.55 Indeed, interventions 
providing patient education and re-education on proper 
injection technique, including appropriate site rotation, 
have resulted in beneficial effects, including improved gly-
cemic control,50,52,56,57 reduced total daily insulin dose,57 

decreased needle reuse,52 shrinkage of LH lesions,52,56 and 
higher patient satisfaction.50 

Recommendations for proper injection technique are now 
published annually as part of the American Diabetes 
Association Standards of Medical Care in Diabetes.31 As 
injection technologies continue to advance, adoption of these 
recommendations can further enhance the patient experi-
ence. In addition, tools such as a recently developed, vali-
dated questionnaire to assess insulin injection technique can 
serve for clinical assessments by physicians and self-assess-
ments by people self-injecting insulin.58 

https://insulin.58
https://Diabetes.31
https://satisfaction.50
https://satisfaction.50
https://injections.46
https://respectively).45
https://2019;13(3):533-545.48
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Newer Methods of Insulin Delivery 

Developments in Insulin Pens 

Further advances to improve the convenience and safety of 
insulin pens included the development of pens with memory 
function, first introduced in 2007, followed by the develop-
ment of “smart pens with connectivity” via Bluetooth or 
Near-Field Communication. When connected, smart pens 
automatically record and transfer the dose of insulin injected 
and calculate insulin “on board”; the data can be shared with 
connected CGM or flash glucose monitoring devices and 
digital diabetes management platforms through a mobile 
app. A recent review noted the lack of studies evaluating 
clinical outcomes for patients using these pens but pointed 
out their promise for individualizing therapy and helping 
people to manage their diabetes.59 

The emergence of these new technologies, including smart 
insulin pens, pen caps, attachments, and virtual platforms, can 
help both patients and healthcare providers to identify and 
overcome problems such as poor insulin adherence, incorrect 
insulin initiation and titration, and medication errors.60 

Dissemination of smart pens may increase even further if clin-
ical trials can demonstrate their long-term cost-effectiveness. 

Novel Route of Insulin Delivery: Intradermal 
Injections 

The evolution of needle technology has resulted in thin and 
ultrashort needles (31G and 1-3 mm) designed for intrader-
mal drug application. Delivery of vaccines and therapeutic 
agents into the dermis, which is well vascularized, enables 
rapid drug uptake into systemic circulation.61 Even submil-
limeter needles can be effective, because the primary barrier 
to delivery of drugs into the skin is its topmost layer, the 
stratum corneum, which is just 10 to 40 µm thick. Micrometer 
scale needles have been developed that are sufficiently long 
to penetrate through the stratum corneum, yet small enough 
to cause little or no pain. 

Delivery of insulin using such “microneedles” has been 
demonstrated in diabetic animal models and also studied in 
people with diabetes, while also in recent years incorporat-
ing new production technique such as 3-D printing .62-65 

Intradermal delivery of insulin dramatically accelerates its 
absorption into the systemic circulation, thanks to the 
extensive vascular network and arteriovenous shunts in the 
dermis.63 A recent review describes advances in glucose-
responsive microneedle-array patch systems, so-called 
“smart patches,” together with opportunities and challenges 
for eventual clinical use.66 

Conclusions 

The incremental advances in syringe and needle technology 
seen in the last 100 years—which parallel the advances in 

insulin and insulin formulations—have not only benefited 
people with diabetes (taking the “ouch” out of insulin appli-
cation to a large extent) but have also led to further important 
innovations for insulin delivery. As insulin therapy for peo-
ple with diabetes moves toward greater automation of insulin 
delivery and integration enabled by increasingly smart and 
connected devices, the continuing study and development of 
needle and PN technology remains highly relevant. 

The worldwide prevalence of diabetes is projected to 
grow past half a billion patients sooner rather than later, with 
the greatest increases projected for low- and middle-income 
countries,67-69 where expensive and complex insulin delivery 
systems may not be affordable or practical.68 Insulin syringes 
and pens will continue in future to serve as reliable and cost-
effective means of insulin delivery for people with diabetes. 

Abbreviations 

AID, automated insulin delivery; BD, Becton, Dickinson and 
Company; BMI, body mass index; CGM, continuous glucose moni-
toring; G, gauge; IM, intramuscular; LH, lipohypertrophy; PN, pen 
needle; PRO, patient-reported outcomes; SC, subcutaneous 

Acknowledgement 

Excellent medical writing and editorial assistance was provided by 
Elizabeth V. Hillyer, DVM, funded by BD. 

Declaration of Conflicting Interest 

The author(s) declared the following potential conflicts of interest 
with respect to the research, authorship, and/or publication of this 
article: LH is a partner of Profil Institut für Stoffwechselforschung 
in Neuss, Germany. He is a member of advisory boards for Roche 
Diagnostics, Zense, and Medtronic. He is also on the Board of 
Directors for Lifecare. 
TN and TO are employees and stockholders of BD. TSB reports 
research support from Abbott Diabetes, Abbott Rapid Diagnostics, 
Biolinq, Capillary Biomedical, Dexcom, Eli Lilly, Kowa, Lexicon, 
Livongo, Mannkind, Medtronic, Novo Nordisk, REMD, Sanofi, 
Sanvita, Senseonics, Viacyte, vTv Therapeutics, Zealand Pharma; 
consulting honoraria from Abbott, Lifescan, Mannkind, Medtronic, 
Novo, Sanofi; and speaking honoraria from BD, Medtronic, Sanofi. 
AH is a member in the advisory board of NovoNordisk A/S, E. 
Lilly, BD, and Abbott, and received speaker honoraria from 
Novartis, Eli Lilly, and Abbott as well as research fund from Eli 
Lilly, and NovoNordisk A/S. BK is a member in the advisory board 
of Roche Diabetes Care, Sanofi-Aventis, NovoNordisk, Berlin 
Chemie, BD and Insulet,and received speaker honoraria from 
Roche Diabetes Care, Sanofi-Aventis, NovoNordisk, Berlin 
Chemie, Decxom, BD, Abbott Diabetes Care and Insulet. YR has 
performed clinical trials as a co-investigator for Medtronic, Eli-
Lilly and Novo Nordisk; has provided advisory services to 
Medtronic, Abbott, Novo Nordisk, Eli-Lilly, Air Liquide Santé; has 
attended conferences organized by Novo Nordisk, Eli-Lilly Sanofi 
and Medtronic as a contributor and has received investigator’s fees 
from Medtronic. HWdeV has no conflicts of interest to declare. 
JKM is a member in the advisory board of Boehringer Ingelheim, 
Eli Lilly, Medtronic, Prediktor A/S, Roche Diabetes Care, Sanofi-
Aventis and received speaker honoraria from Abbott Diabetes Care, 

https://practical.68
https://dermis.63
https://circulation.61
https://errors.60
https://diabetes.59


 

  

  

  

  

  

  

   
 

   

  

  

  

  

  

  

  
 

  

  

  

  

  

  

  

  

  

   

   

   

  

  

 

   

455 Heinemann et al. 

Astra Zeneca, Dexcom, Eli Lilly, Medtronic, MSD, NovoNordisk 
A/S, Roche Diabetes Care, Sanofi, Servier, and Takeda. 

Funding 

The author(s) disclosed receipt of the following financial support 
for the research, authorship, and/or publication of this article: 
Writing of this review was supported by an unrestricted grant by 
Becton, Dickinson and Company (BD), Franklin Lakes, NJ, USA. 

ORCID iDs 

Lutz Heinemann 

Trung Nguyen 

Julia K. Mader 

https://orcid.org/0000-0003-2493-1304 

https://orcid.org/0000-0003-3169-2460 

https://orcid.org/0000-0001-7854-4233 

References 

1. Fry A. Insulin delivery device technology 2012: where are we 
after 90 years? J Diabetes Sci Technol. 2012;6(4):947-953. 

2. Kesavadev J, Saboo B, Krishna MB, Krishnan G. Evolution 
of insulin delivery devices: from syringes, pens, and pumps to 
DIY artificial pancreas. Diabetes Ther. 2020;11(6):1251-1269. 

3. Dickinson FS, Inventor. Hypodermic syringe. US patent 
US1742497. January 7, 1930. https://patents.google.com/pat-
ent/US1742497A/en. Accessed August 31, 2021 

4. Whitney EH, Inventor. Disposable Luer lock syringe. US pat-
ent US4220151A. September 2, 1980. https://patents.google. 
com/patent/US4220151A/en. Accessed August 31, 2021. 

5. Gold K. Analysis: the impact of needle, syringe, and lan-
cet disposal on the community. J Diabetes Sci Technol. 
2011;5(4):848-850. 

6. Bohannon NJ. Insulin delivery using pen devices. Simple-
to-use tools may help young and old alike. Postgrad Med. 
1999;106(5):576168-575854. 

7. Whooley S, Briskin T, Gibney MA, Blank LR, Berube J, 
Pflug BK. Evaluating the user performance and experience 
with a re-engineered 4 mm x 32g pen needle: a random-
ized trial with similar length/gauge needles. Diabetes Ther. 
2019;10(2):697-712. 

8. Hirsch LJ, Gibney MA, Albanese J, et al. Comparative glyce-
mic control, safety and patient ratings for a new 4 mm x 32G 
insulin pen needle in adults with diabetes. Curr Med Res Opin. 
2010;26(6):1531-1541. 

9. Gibney MA, Arce CH, Byron KJ, Hirsch LJ. Skin and subcu-
taneous adipose layer thickness in adults with diabetes at sites 
used for insulin injections: implications for needle length rec-
ommendations. Curr Med Res Opin. 2010;26(6):1519-1530. 

10. Parker RM. A simple method in sharpening hypodermic nee-
dles. JAMA. 1924;83(2):121. 

11. Aronson R, Bailey T, Hirsch L, Saltiel-Berzin R. Advances 
in insulin injection research influences patient adherence. US 
Endocrinology. 2013;9(2):114-118. 

12. Frid A, Linden B. Where do lean diabetics inject their insulin? 
A study using computed tomography. Br Med J (Clin Res Ed). 
1986;292(6536):1638. 

13. Frid A, Gunnarsson R, Guntner P, Linde B. Effects of acci-
dental intramuscular injection on insulin absorption in IDDM. 
Diabetes Care. 1988;11(1):41-45. 

14. Watkins PJ. ABC of diabetes. Insulin treatment. Br Med J (Clin 
Res Ed). 1982;284(6333):1929-1932. 

15. Smith CP, Sargent MA, Wilson BP, Price DA. Subcutaneous 
or intramuscular insulin injections. Arch Dis Child. 1991; 
66(7):879-882. 

16. Thow JC, Coulthard A, Home PD. Insulin injection site tis-
sue depths and localization of a simulated insulin bolus using a 
novel air contrast ultrasonographic technique in insulin treated 
diabetic subjects. Diabet Med. 1992;9(10):915-920. 

17. Birkebaek NH, Johansen A, Solvig J. Cutis/subcutis thick-
ness at insulin injection sites and localization of simulated 
insulin boluses in children with type 1 diabetes mellitus: need 
for individualization of injection technique? Diabet Med. 
1998;15(11):965-971. 

18. Lo Presti D, Ingegnosi C, Strauss K. Skin and subcutaneous 
thickness at injecting sites in children with diabetes: ultrasound 
findings and recommendations for giving injection. Pediatr 
Diabetes. 2012;13(7):525-533. 

19. Frid A, Ostman J, Linde B. Hypoglycemia risk during exer-
cise after intramuscular injection of insulin in thigh in IDDM. 
Diabetes Care. 1990;13(5):473-477. 

20. de Meijer PH, Lutterman JA, van Lier HJ, van’t Laar A. The 
variability of the absorption of subcutaneously injected insu-
lin: effect of injection technique and relation with brittleness. 
Diabet Med. 1990;7(6):499-505. 

21. Clauson PG, Linde B. Absorption of rapid-acting insu-
lin in obese and nonobese NIDDM patients. Diabetes Care. 
1995;18(7):986-991. 

22. Polak M, Beregszaszi M, Belarbi N, Benali K, Hassan M, 
Czernichow P, Tubiana-Rufi N. Subcutaneous or intramuscu-
lar injections of insulin in children. Are we injecting where we 
think we are? Diabetes Care. 1996;19(12):1434-1436. 

23. Hirsch L, Byron K, Gibney M. Intramuscular risk at insulin 
injection sites—measurement of the distance from skin to mus-
cle and rationale for shorter-length needles for subcutaneous 
insulin therapy. Diabetes Technol Ther. 2014;16(12):867-873. 

24. Arendt-Nielsen L, Egekvist H, Bjerring P. Pain following con-
trolled cutaneous insertion of needles with different diameters. 
Somatosens Mot Res. 2006;23(1-2):37-43. 

25. Ross SA, Jamal R, Leiter LA, et al. Evaluation of 8 mm insulin 
pen needles in people with type 1 and type 2 diabetes. Practical 
Diabetes Int. 1999;16(5):145-148. 

26. Strauss K, JHannet I, McGonigle J, et al. Ultra-short (5 mm) 
insulin needles: trial results and clinical recommendations. 
Practical Diabetes Int. 1999;16(7):218-222. 

27. Schwartz S, Hassman D, Shelmet J, et al. A multicenter, 
open-label, randomized, two-period crossover trial compar-
ing glycemic control, satisfaction, and preference achieved 
with a 31 gauge x 6 mm needle versus a 29 gauge x 12.7 mm 
needle in obese patients with diabetes mellitus. Clin Ther. 
2004;26(10):1663-1678. 

28. Bergenstal RM, Strock ES, Peremislov D, Gibney MA, Parvu 
V, Hirsch LJ. Safety and efficacy of insulin therapy delivered 
via a 4mm pen needle in obese patients with diabetes. Mayo 
Clin Proc. 2015;90(3):329-338. 

29. Kreugel G, Keers JC, Kerstens MN, Wolffenbuttel BH. 
Randomized trial on the influence of the length of two insulin 
pen needles on glycemic control and patient preference in obese 
patients with diabetes. Diabetes Technol Ther. 2011;13(7): 
737-741. 

30. Frid AH, Kreugel G, Grassi G, et al. New insulin delivery rec-
ommendations. Mayo Clin Proc. 2016;91(9):1231-1255. 

https://orcid.org/0000-0003-2493-1304
https://orcid.org/0000-0003-3169-2460
https://orcid.org/0000-0001-7854-4233
https://patents.google.com/patent/US1742497A/en
https://patents.google.com/patent/US1742497A/en
https://patents.google.com/patent/US4220151A/en
https://patents.google.com/patent/US4220151A/en


 

  

  

  

  

  

  

  

 

  

  

  

  

   

  

  

  

  

  

  

   

  

   

  

  

  

    
 
 

  

   

   

  

  

  

  

  

456 Journal of Diabetes Science and Technology 17(2) 

31. 9. Pharmacologic approaches to glycemic treatment: standards 
of medical care in diabetes-2021. Diabetes Care. 2021;44(suppl 
1):S111-S124. 

32. Gill HS, Prausnitz MR. Does needle size matter? J Diabetes Sci 
Technol. 2007;1(5):725-729. 

33. Al Hayek AA, Al Dawish M. Evaluating the user preference 
and level of insulin self-administration adherence in young 
patients with type 1 diabetes: experience with two insulin pen 
needle lengths. Cureus. 2020;12(6):e8673. 

34. Kreugel G, Beijer HJM, Kerstens MN, ter Maaten JC, Sluiter 
WJ, Boot BS. Influence of needle size for subcutaneous insu-
lin administration on metabolic control and patient acceptance. 
Eur Diabetes Nursing. 2007;4(2):51-55. 

35. Berard L, Cameron B, Woo V. Pen needle preference in a 
population of Canadians with diabetes: results from a recent 
patient survey. Can J Diabetes. 2015;39(3):206-209. 

36. Iwanaga M, Kamoi K. Patient perceptions of injection pain 
and anxiety: a comparison of NovoFine 32-gauge tip 6mm 
and Micro Fine Plus 31-gauge 5mm needles. Diabetes Technol 
Ther. 2009;11(2):81-86. 

37. McKay M, Compion G, Lytzen L. A comparison of insulin 
injection needles on patients’ perceptions of pain, handling, 
and acceptability: a randomized, open-label, crossover study 
in subjects with diabetes. Diabetes Technol Ther. 2009;11(3): 
195-201. 

38. Egekvist H, Bjerring P, Arendt-Nielsen L. Pain and mechanical 
injury of human skin following needle insertions. Eur J Pain. 
1999;3(1):41-49. 

39. Schneider LW, Peck LS, Melvin JW. Penetration character-
istics of hypodermic needles in skin and muscle tissue. Phase 
I (Report No. UM-HSRI-78-23). Ann Arbor, MI: Highway 
Safety Research Institute; 1978. Accessed August 23, 2021. 
https://hdl.handle.net/2027.42/613. 

40. Chantelau E, Lee DM, Hemmann DM, Zipfel U, 
Echterhoff S. What makes insulin injections painful? BMJ. 
1991;303(6793):26-27. 

41. Praestmark KA, Jensen ML, Madsen NB, Kildegaard J, 
Stallknecht BM. Pen needle design influences ease of inser-
tion, pain, and skin trauma in subjects with type 2 diabetes. 
BMJ Open Diabetes Res Care. 2016;4(1):e000266. 

42. Thomsen M, Hernandez-Garcia A, Mathiesen J, et al. Model 
study of the pressure build-up during subcutaneous injection. 
PLoS ONE. 2014;9(8):e104054. 

43. Hirsch L, Gibney M, Berube J, Manocchio J. Impact of a 
modified needle tip geometry on penetration force as well as 
acceptability, preference, and perceived pain in subjects with 
diabetes. J Diabetes Sci Technol. 2012;6(2):328-335. 

44. Leonardi L, Vigano M, Nicolucci A. Penetration force and 
cannula sliding profiles of different pen needles: the PICASSO 
study. Med Devices (Auckl). 2019;12:311-317. 

45. Siegmund T, Blankenfeld H, Schumm-Draeger PM. 
Comparison of usability and patient preference for insulin pen 
needles produced with different production techniques: “thin-
wall” needles compared to “regular-wall” needles: an open-
label study. Diabetes Technol Ther. 2009;11(8):523-528. 

46. Aronson R, Gibney MA, Oza K, Berube J, Kassler-Taub K, 
Hirsch L. Insulin pen needles: effects of extra-thin wall needle 
technology on preference, confidence, and other patient rat-
ings. Clin Ther. 2013;35(7):923e924-933. 

47. Rini CJ, Klug R, Morel D, Kassam S, Sutter D, Pettis RJ. 
Quantification of injection technique variability (abstract 
1061-P). Diabetes. 2017;66(suppl 1):A279-A280. 

48. Rini C, Roberts BC, Morel D, Klug R, Selvage B, Pettis 
RJ. Evaluating the impact of human factors and pen needle 
design on insulin pen injection. J Diabetes Sci Technol. 
2019;13(3):533-545. 

49. Gibney MA, Fitz-Patrick D, Klonoff DC, et al. User experi-
ences with second-generation 32-gauge x 4 mm vs. thinner 
comparator pen needles: prospective randomized trial. Curr 
Med Res Opin. 2020;36(10):1591-1600. 

50. Gorska-Ciebiada M, Masierek M, Ciebiada M. Improved insu-
lin injection technique, treatment satisfaction and glycemic 
control: results from a large cohort education study. J Clin 
Transl Endocrinol. 2020;19:100217. 

51. Bari B, Corbeil MA, Farooqui H, et al. Insulin injection prac-
tices in a population of Canadians with diabetes: an observa-
tional study. Diabetes Ther. 2020;11(11):2595-2609. 

52. Misnikova IV, Gubkina VA, Lakeeva TS, Dreval AV. A ran-
domized controlled trial to assess the impact of proper insu-
lin injection technique training on glycemic control. Diabetes 
Ther. 2017;8(6):1309-1318. 

53. Blanco M, Hernandez MT, Strauss KW, Amaya M. Prevalence 
and risk factors of lipohypertrophy in insulin-injecting patients 
with diabetes. Diabetes Metab. 2013;39(5):445-453. 

54. Barola A, Tiwari P, Bhansali A, Grover S, Dayal D. Insulin-
related lipohypertrophy: lipogenic action or tissue trauma? 
Front Endocrinol (Lausanne). 2018;9:638. 

55. Gentile S, Guarino G, Corte TD, et al. Insulin-induced skin 
lipohypertrophy in type 2 diabetes: a multicenter regional 
survey in southern Italy. Diabetes Ther. 2020;11(9): 
2001-2017. 

56. Smith M, Clapham L, Strauss K. UK lipohypertrophy interven-
tional study. Diabetes Res Clin Pract. 2017;126:248-253. 

57. Campinos C, Le Floch JP, Petit C, et al. An effective inter-
vention for diabetic lipohypertrophy: results of a randomized, 
controlled, prospective multicenter study in France. Diabetes 
Technol Ther. 2017;19(11):623-632. 

58. Barnard-Kelly KD, Mahoney E, Baccari L, et al. Injection 
technique: development of a novel questionnaire and user 
guide. Diabetes Spectrum. 2021;34(2):156-165. 

59. Heinemann L, Schnell O, Gehr B, Schloot NC, Gorgens 
SW, Gorgen C. Digital diabetes management: a litera-
ture review of smart insulin pens. J Diabetes Sci Technol. 
2021:1932296820983863. 

60. Peters AL, Garg SK. The silver lining to COVID-19: avoid-
ing diabetic ketoacidosis admissions with telehealth. Diabetes 
Technol Ther. 2020;22(6):449-453. 

61. Guillot AJ, Cordeiro AS, Donnelly RF, Montesinos MC, 
Garrigues TM, Melero A. Microneedle-based delivery: an 
overview of current applications and trends. Pharmaceutics. 
2020;12(6), 569. 

62. Hultstrom M, Roxhed N, Nordquist L. Intradermal insu-
lin delivery: a promising future for diabetes management. J 
Diabetes Sci Technol. 2014;8(3):453-457. 

63. Kochba E, Levin Y, Raz I, Cahn A. Improved insulin phar-
macokinetics using a novel microneedle device for intrader-
mal delivery in patients with type 2 diabetes. Diabetes Technol 
Ther. 2016;18(9):525-531. 

https://hdl.handle.net/2027.42/613


 

   

   

  
 

  

  

   

457 Heinemann et al. 

64. Pettis RJ, Ginsberg B, Hirsch L, et al. Intradermal microneedle 
delivery of insulin lispro achieves faster insulin absorption and 
insulin action than subcutaneous injection. Diabetes Technol 
Ther. 2011;13(4):435-442. 

65. McVey E, Hirsch L, Sutter DE, et al. Pharmacokinetics and 
postprandial glycemic excursions following insulin lispro 
delivered by intradermal microneedle or subcutaneous infu-
sion. J Diabetes Sci Technol. 2012;6(4):743-754. 

66. Chen G, Yu J, Gu Z. Glucose-responsive microneedle patches 
for diabetes treatment. J Diabetes Sci Technol. 2019;13(1): 
41-48. 

67. Worldwide trends in diabetes since 1980: a pooled analysis 
of 751 population-based studies with 4.4 million participants. 
Lancet. 2016;387(10027):1513-1530. 

68. Moucheraud C, Lenz C, Latkovic M, Wirtz VJ. The costs of 
diabetes treatment in low- and middle-income countries: a sys-
tematic review. BMJ Glob Health. 2019;4(1):e001258. 

69. Saeedi P, Petersohn I, Salpea P, et al. Global and regional dia-
betes prevalence estimates for 2019 and projections for 2030 
and 2045: results from the International Diabetes Federation 
Diabetes Atlas, 9(th) edition. Diabetes Res Clin Pract. 
2019;157:107843. 




