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Purposk. To investigate the risk of acute angle closure (AAC),
changes in intraocular pressure (IOP), and factors associated
with these outcomes after routine pupil dilation in a cohort of
Asian subjects with diabetes mellitus.

MEetHODS. The study was a prospective observational case se-
ries of 1910 consecutive Asian subjects newly referred for
assessment of diabetic retinopathy at a tertiary clinic. All sub-
jects underwent routine pupil dilation unless there was a prior
history of angle-closure glaucoma. Noncontact air-puff tonom-
etry was used to assess IOP, which was measured by the same
observer before and 1 hour after pupil dilation. Subjects were
assessed for signs and symptoms of AAC before leaving the
clinic, and their charts were also subsequently reviewed for
revisits with AAC.

Resurts. Of the 1910 subjects who participated, none devel-
oped AAC. Sixty-nine subjects (3.6%, 95% CL: 2.8%-4.5%)
showed an increase in IOP of =5 mm Hg in the either eye, 37
subjects (1.9%, 95% CI: 1.4%-2.6%) had a postdilation IOP >25
mm Hg in either eye, and only 10 subjects (0.52%, 95% CI:
0.25%-0.96%) had an increase in IOP =5 mm Hg and had a
postdilation IOP >25 mm Hg in either eye. The level of predi-
lation IOP and a known history of glaucoma were significant
risk factors for a postdilation IOP =25 mm Hg.

Concrusions. In this cohort of Asian persons with diabetes, the
risk of AAC was insignificant after routine dilation of pupils for
fundus examination. These data substantiate the safety of rou-
tine dilation of pupils in Asian patients with diabetes. (Invest
Opbtbalmol Vis Sci. 2009;50:4110-4113) DOI:10.1167/
iovs.08-2745

he routine examination of the retina in subjects with dia-

betes mellitus is important for the detection of diabetic
retinopathy, a major cause of blindness in working adult peo-
ple worldwide."? It is known that pharmacological dilation of
the pupils results in twice the sensitivity of detection of dia-
betic retinopathy compared with an undilated clinical retinal
examination.? Pupil dilation, however, carries a potential risk
of acute angle closure (AAC).* In addition, pupil dilation can
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cause a significant increase in intraocular pressure (IOP), with
some studies suggesting an IOP increase of 5 mm Hg or more
in up to one third of subjects after dilation, especially among
those with a history of glaucoma.>®

Epidemiologic studies in white populations suggest the risk
for AAC after pupil dilation is low. In the Rotterdam study, use
of mydriatic eye drops in 6750 Caucasian people aged 55 and
over resulted in AAC in only 2 (0.03%) individuals.” No cases of
AAC cases were found in the Baltimore Eye Survey where 4870
people underwent pupil dilation, although subjects identified
as having a shallow anterior chamber configuration were ex-
cluded.® Routine pupil dilation of 3654 people in the Blue
Mountains Eye Study also did not result in any cases of AAC.”
In Asian people, the risk of AAC has been suggested to be
higher than in whites.'® However, in the Tanjong Pagar Study
of 1232 Chinese Singaporeans, no subject developed AAC after
mydriasis, although subjects judged to have occludable angles
were given prophylactic oral acetazolamide.'!

It has been hypothesized that the risk of AAC after pupil
dilation may be higher in Asian patients with diabetes mellitus, as
diabetic persons have been shown to have shallower anterior
chambers.'*"? This subject is of substantial public health impor-
tance in Asia in view of the increasing prevalence of diabetes and
the high prevalence of vision-threatening diabetic retinopathy.'*
However, there are no studies in which the risk of AAC from after
routine pupil dilation has been evaluated in Asian patients with
diabetes. The purpose of this study was to investigate the risk of
AAC, changes in IOP and factors associated with these outcomes
after routine pupil dilatation in a large cohort of Asian subjects
with diabetes attending a tertiary retinopathy clinic in Singapore,
a country with a high prevalence of diabetes, narrow angles, and
angle-closure glaucoma.'!

METHODS

The study was a prospective observational case series of 2004 consec-
utive patients newly referred for assessment of diabetic retinopathy at
a tertiary diabetic retinopathy clinic at the Singapore National Eye
Centre over a period of 14 months (June 2005-July 2006). The study
protocol had the approval of the institutional ethics committee and
was performed in accordance with the Declaration of Helsinki.

In all subjects, pupils were dilated with 1% tropicamide and 2.5%
phenylephrine unless there was a prior history of angle-closure glau-
coma. The 2.5% phenylephrine was omitted if the subject reported a
history of hypertension or cardiac problems. Noncontact air-puff
tonometry (model CT-80; Topcon Corp., Tokyo, Japan) was used to
assess IOP, which was measured by the same observer before and 1
hour after pupil dilation (defined as a pupil size >5 mm). Clinical
information collected included age, race, family history of glaucoma,
history and duration of hypertension, duration of diabetes mellitus,
HBAIc reading (if present), visual acuity, and vertical cup-to-disc ratio.
Subjects who were found to have an IOP increase of =5 mm Hg 1 hour
after pupil dilation had IOP remeasured by Goldmann applanation
tonometry. These subjects were subsequently referred to the Glau-
coma Service for further evaluation.

Before leaving the clinic, all subjects were advised and given infor-
mation on the signs and symptoms of an AAC episode that would
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TABLE 1. Demographics of Study Participants

All Men Women
Age, mean (SD) 63.5 (11.3) 62.4 (10.9) 64.6 (11.5)
Ethnicity
Chinese 1459 (76.49) 657 (73.7) 802 (78.7)
Malay 230 (12.0) 110 (12.3) 120 (11.8)
Indian 204 (10.7) 115 (12.9) 89 (8.7)
Other 17 (0.9 9(1.0) 8(0.8)

Ethnicity data are n (%).

require them to seek treatment, as well as contact numbers and
information on where they should go for treatment. Hospital charts
were reviewed for any subsequent visits, specifically for signs and
symptoms of AAC, defined as the presence of the following: periocular
pain, conjunctival hyperemia, shallow anterior chamber, corneal epi-
thelial edema, mid-dilated pupil, closed angles on gonioscopy, and IOP
=28 mm Hg.

Rates of AAC or rise in IOP =5 mm Hg in either eye were calculated
for the whole group of participants. Logistic regression models were
used to determine risk factors for an IOP increase of =5 mm Hg and a
postdilation IOP of >25 mm Hg (outcome), while controlling for age
and sex. Linear regression models were used to determine factors
associated with mean change in IOP (outcome), while controlling for
other factors. All analysis was performed in commercial software (SPSS
statistical package, ver. 12.0; SPSS Inc., Chicago, IL).

RESULTS

A total of 2004 consecutive new patients were enrolled. Ten
were excluded because they had a previous history of angle-
closure glaucoma or declined participation. A further 84 sub-
jects did not complete the protocol (mainly because IOP was
not checked after pupil dilation) and were excluded from data
analysis. For the remaining 1910 subjects who completed the
study, the mean age was 63.6 (£11.3) years, and there were
891 (46.6%) men. The ethnic breakdown of the study subjects
was 76.4% Chinese (n = 1459), 12.0% Malay (z = 230), 10.7%
Indian (z = 204), and 0.9% other (n = 17) (Table 1).

Postdilation IOP was significantly lower than predilation
IOP in both eyes (Fig. 1). The mean predilation IOP in the right
eye was 15.5 (£3.8) mm Hg and the mean postdilation IOP was
15.0 (£3.8) mm Hg (P < 0.001). In the left eye, the mean pre-
and postdilation IOP was 15.9 (£3.8) and 15.4 (*+3.8) mm Hg,
respectively. (P < 0.001; Fig. 2). There was a high correlation
of within-subject IOP measurements between the eyes (corre-
lation coefficient of 0.791, P < 0.001 for predilation IOP;
0.790, P < 0.001 for postdilation IOP).

None of the subjects who underwent routine pupil dilation
developed AAC (including chart review). There were 69 sub-
jects (3.6%, 95% CI: 2.8%-4.5%) who showed an increase in
IOP of =5 mm Hg in either eye but did not have signs of AAC
(Table 2), and there were 37 subjects (1.9%, 95% CI: 1.4%-
2.6%) who had an increase in IOP to >25 mm Hg. Seventeen
subjects (0.9%, 95% CI: 0.5%-1.4%) had an increase in IOP of at
least 8 mm Hg in either eye. Only 10 subjects (0.52%, 95% CI:
0.25%-0.96%) had an increase in IOP =5 mm Hg and had a
postdilation IOP >25 mm Hg in either eye; none of these
subjects had signs or symptoms of AAC.

In age- and sex-adjusted logistic regression analysis, age,
sex, ethnicity, predilation IOP, history of glaucoma, and family
history of glaucoma were not found to be significant risk
factors for an increase in IOP of =5 mm Hg (Table 3). In
age-and sex-adjusted logistic regression analysis, known history
of glaucoma (OR 6.9, P = 0.003), and shorter duration of
hypertension (OR 0.96, per year of hypertension, P = 0.037)
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FIGURE 1. Histogram of change in IOP after pupil dilation in all eyes.

were significant risk factors for postdilation IOP >25 mm Hg
(Table 3). In multivariate analysis of these risk factors, exclud-
ing predilation IOP, only a known history of glaucoma (OR =
7.09, 95% CI: 1.94-25.85, P = 0.003) was still found to be
significant. There were no significant risk factors found for an
increase in IOP of 8 mm Hg or more.

Of the 69 subjects with an increase in IOP =5 mm Hg, 3
were lost to follow-up. Glaucoma was diagnosed in only 12
(18.2%) of the remaining 66 subjects. Of these, two received a
diagnosis of primary angle-closure glaucoma, five had primary
open-angle glaucoma, two aphakic glaucoma, one pseudoex-
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TABLE 2. Change in IOP after Dilation and Postdilation IOP

Postdilation IOP

=25 mm Hg >25 mm Hg Total
Change in IOP 1814 (95.0%) 27 (1.4%) 1841 (96.4%)
<5 mm Hg
Change in IOP 59 (3.1%) 10 (0.5%) 69 (3.6%)
=5 mm Hg
Total 1873 (98.1%) 37 (1.9%) 1910 (100%)

foliation glaucoma, one uveitic glaucoma, and one rubeotic
glaucoma. In addition, there were three subjects with closed
angles but without glaucomatous optic neuropathy.

Di1scUsSION

In this study of almost 2000 subjects, we found that the risk of
AAC was low after routine dilation of pupils in subjects with
diabetes. Our study included Asians of various ethnicity, in-
cluding Chinese, Indians, and Malays, and was performed in a
population where there is a high incidence of AAC'> and
where angle-closure glaucoma is an important cause of blind-
ness.' 17 Our findings are thus consistent with other studies
in the general population that demonstrated that the risk of
AAC after pupil dilation was low (0%-0.03%).”%!" We also
found that a low number of subjects developed an increase in
IOP of 5 mm Hg or greater or had postdilation IOP of >25 mm
Hg in either eye. These data substantiate the safety of routine
dilation of pupils among Asian subjects with diabetes mellitus.

A routine retinal examination through a dilated pupil has
been shown to be far more sensitive for detection of diabetic
retinopathy than that conducted with a nondilated pupil.®
However, surveys have found that few physicians and general
practitioners dilate pupils even when assessing patients at high
risk for diabetic retinopathy,'® as there is concern and uncer-
tainty regarding the risk of AAC from pupil dilation. This
concern is heightened when general practitioners manage
Asian patients, given the perception that the risk of AAC is
higher in Asians. With the growing number of Asians with
diabetes,'? our findings that the risk of AAC after pupil dilation
is minimal is of significance not only in Asia, but in other
countries with increasing communities of Asian people, further
supporting the benefits of routine dilated retinal examination
among diabetic patients regardless of racial and ethnic back-
ground.
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We also evaluated changes in IOP after pupil dilation and
found both increased and decreased IOP. Changes in IOP in
eyes after pupil dilation would be the net result of changes in
aqueous inflow and outflow mechanics. Angle crowding by the
iris after pupil dilation may decrease aqueous outflow, leading
to an increase in IOP. The cause of IOP reduction with pupil
dilation is unknown. We speculate that mydriatics drugs may
affect the tone of the ciliary body and uveoscleral outflow with
a small decline in IOP in some eyes. Although there was a mean
reduction in IOP after pupil dilation, the absolute difference of
0.5 mm Hg is small and is likely to be of limited clinical
significance.

In our study, 3.6% of subjects had an IOP increase of =5
mm Hg and less than 2% had a postdilation IOP of >25 mm Hg.
Only three subjects in our study demonstrated a large change
(>10 mm Hg) in IOP after dilation, far fewer than in previous
studies in which a significant rise in IOP was found in 10% of
retina patients® and in up to 32% of open-angle glaucoma
patients,(’ but with much smaller sample sizes. Furthermore,
only 10 (0.5%) subjects with a significant IOP increase of =5
mm Hg after dilation had a postdilation IOP of >25 mm Hg.
Our findings therefore suggest that the clinical risk from an
undetected increase in IOP after dilation in this sample was
small. However, in patients with glaucoma and eyes already
compromised by increased IOP, there is a greater risk of sig-
nificantly increased postdilation IOP that may result in a clini-
cally significant effect on an already compromised optic nerve
head. An increase in IOP after pharmacologic dilation has also
been shown to be related to the likelihood of progression of
glaucoma in patients with open-angle glaucoma.?® In these
patients, there may be some value in checking IOP after diag-
nostic mydriasis.

We did not find any risk factors for developing an increase
in IOP =5 mm Hg, while a known history of glaucoma and
predilation IOP > 21 mm Hg were risk factors for postdilation
IOP > 25 mm Hg, suggesting that ascertainment of predilation
IOP and a history of glaucoma would be useful as safety checks
before routine dilation of pupils. In our study, we excluded
only those with a known history of angle-closure glaucoma;
thus, the risk of IOP change and AAC after pupil dilation in this
group of patients was not evaluated. Other studies have also
advocated screening for history of glaucoma as well as the
presence of shallow anterior chambers on penlight examina-
tion when performing routine dilation to reduce the incidence
of AAC.” Both of these can be easily performed by a nonoph-
thalmologist in a primary care setting. Even in large eye clinics
or centers attended by a large number of patients with diabetic

TABLE 3. Risk Factors for Change in IOP =5 mm Hg after Dilation and Postdilation IOP >25 mm Hg, Age, and Sex-Adjusted

Change in IOP =5 mm Hg

after Dilation

Postdilation IOP >25 mm Hg

OR 95% CI P OR 95% CI P
Age, per year 1.02 1.00-1.05 0.060 0.98 0.95-1.00 0.072
Women 1.23 0.75-2.02 0.406 0.69 0.36-1.34 0.276
Ethnicity
Chinese 1.00 — 1.00 — —
Malay 1.15 0.56-2.36 0.715 1.55 0.66-3.61 0.312
Indian 0.87 0.37-2.06 0.749 0.70 0.21-2.33 0.555
Predilation IOP > 21 mm Hg in either eye 1.49 0.67-3.32 0.334 — — —
History of glaucoma 1.27 0.17-9.53 0.822 6.91 1.94-24.63 0.003
Family history of glaucoma 0.00 0.00-0.00 0.999 0.00 0.00-0.00 0.999
History of hypertension 1.39 0.79-2.45 0.258 0.96 0.48-1.93 0.914
Duration of hypertension, per year 1.00 0.99-1.01 0.940 1.01 1.00-1.02 0.037
Duration of diabetes, per year 1.00 1.00-1.00 0.801 1.00 1.00-1.00 0.462
Recent HbAlc, per 1% 0.89 0.63-1.26 0.503 0.77 0.53-1.11 0.159
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retinopathy, it may be safe to routinely dilate the pupils after
making such safety checks. In future, newer devices such as
the scanning peripheral anterior chamber depth analyzer®'
may have value as a noninvasive way of screening for eyes at
risk of angle closure before pupil dilation.

Our study had several limitations. First, our incidence of
AAC may be an underestimate as we cannot rule out the small
chance that there was an unrecognized episode of AAC that
occurred in some of our study subjects. In high-risk groups
such as elderly Asian women, angle closure maybe asymptom-
atic.?? IOP was measured only 1 hour after dilation, and the
pupil block in AAC may not occur with dilation but during the
reversing phase of pupil constriction which may be several
hours later. Although study subjects were educated on the
symptoms of AAC and monitored for revisits with AAC, those
who developed increased IOP or AAC later may have been
missed, especially if they sought treatment elsewhere. The risk
of angle closure is known to increase with repeated pupil
dilation and it is possible that some subjects would develop
AAC after pupil dilation. IOP readings were obtained with a
noncontact tonometer rather than Goldmann applanation
tonometry. Although the noncontact tonometer has been
shown to be accurate and as reliable as the Goldmann tonom-
eter in the assessment of IOP in normotensive sub]’ects,25
studies have shown poorer reliability and accuracy for IOP
measurements above 20 mm Hg.?*?> Our study only included
new referrals for diabetic retinopathy assessment who under-
went a single episode of diagnostic mydriasis. Finally, we did
not have gonioscopy findings for all subjects in the study, as
gonioscopy is not part of routine clinical examination before
pupil dilation in patients with diabetes, and we did not inves-
tigate for other risk factors for IOP elevation such as biometric
measurements of the eye.

In conclusion, we found that the risk of AAC was insignif-
icant after routine dilation of pupils for a retinal examination in
Asian patients with diabetes who were of Chinese, Indian, and
Malay origin. Only 0.5% of subjects developed an increase in
IOP of 5 mm Hg or greater that resulted in a postdilation IOP
of >25 mm Hg. Our findings support the safety of pharmaco-
logic pupil dilation in the primary care setting for screening
and detection of diabetic retinopathy in Asian subjects, with
minimal risk of an adverse outcome.

References

1. Mohamed Q, Gillies MC, Wong TY. Management of diabetic
retinopathy: a systematic review. JAMA. 2007;298(8):902-916.

2. Wong TY, Loon SC, Saw SM. The epidemiology of age related eye
diseases in Asia. Br J Opbthalmol. 2006;90(4):506-511.

3. Klein R, Klein BE, Neider MW, Hubbard LD, Meuer SM, Brothers
RJ. Diabetic retinopathy as detected using ophthalmoscopy, a
nonmydriatic camera and a standard fundus camera. Opbthalmol-
ogy. 1985;92(4):485-491.

4. Brooks AM, West RH, Gillies WE. The risks of precipitating acute
angle-closure glaucoma with the clinical use of mydriatic agents.
Med ] Aust. 1986;145(1):34 -36.

5. Hancox J, Murdoch I, Parmar D. Changes in intraocular pressure
following diagnostic mydriasis with cyclopentolate 1%. Eye. 2002;
16(5):562-566.

Downloaded from iovs.arvoijournals.org on 07/02/2019

Pupil Dilation in Asian Patients with Diabetes Mellitus

4113

6. Shaw BR, Lewis RA. Intraocular pressure elevation after pupillary
dilation in open angle glaucoma. Arch Opbthalmol. 1986;104(8):
1185-1188.

7. Wolfs RC, Grobbee DE, Hofman A, de Jong PT. Risk of acute
angle-closure glaucoma after diagnostic mydriasis in nonselected
subjects: the Rotterdam Study. Invest Opbthalmol Vis Sci. 1997,
38(12):2683-2687.

8. Patel KH, Javitt JC, Tielsch JM, et al. Incidence of acute angle-
closure glaucoma after pharmacologic mydriasis. Am J Ophthal-
mology. 1995;120(6):709-717.

9. Liew G, Mitchell P, Wang JJ, Wong TY. Fundoscopy: to dilate or
not to dilate. BMJ. 2006;332(7532):3.

10. Yip JL, Foster PJ. Ethnic differences in primary angle-closure glau-
coma. Curr Opin Ophbthalmol. 2006;17(2):175-180.

11. Foster PJ, Oen FT, Machin D, et al. The prevalence of glaucoma in
Chinese residents of Singapore: a cross-sectional population survey
of the Tanjong Pagar district. Arch Opbthalmol. 2000;118(8):
1105-1111.

12. Saw SM, Wong TY, Ting S, Foong AW, Foster PJ. The relationship
between anterior chamber depth and the presence of diabetes in
the Tanjong Pagar Survey. Am J Opbthalmol. 2007;144(2):325-
326.

13. Aung T, Nolan WP, Machin D, et al. Anterior chamber depth and
the risk of primary angle closure in 2 East Asian populations. Arch
Opbthalmol. 2005;123(4):527-532.

14. Wong TY, Cheung N, Tay WT, et al. Prevalence and risk factors for
diabetic retinopathy The Singapore Malay Eye Study. Ophthalmol-
ogy. 2008;115(11):1869-1875.

15. Wong TY, Foster PJ, Seah SKL, Chew PTK. Rates of hospital
admissions for primary angle closure glaucoma among Chinese,
Malays and Indians in Singapore. Br J Opbthalmol. 2000;84(9):
990-992.

16. Quigley HA. Number of people with glaucoma worldwide. Br J
Opbthalmol. 1996;80(5):389 -393.

17. Shen SY, Wong TY, Foster PJ, et al. The prevalence and types of
glaucoma in Malay People: The Singapore Malay Eye Study. Invest
Ophithalmol Vis Sci. 2008;49(9):3846-3851.

18. Adaamson E, Herman W. Patterns of Medical Care for Diabetics
in the San Francisco Bay Area. Atlanta: Centers for Disease
Control, Diabetes Control Program; 1988.

19. Tan CE, Tan BY, Emmanuel SC, Jacob E. Prevalence of diabetes and
ethinic differences in cardiovascular risk factors. Diabetes Care.
1999;22(2):241-247.

20. Siam GA, de Barros DS, Gheith ME, et al. The amount of intraocular
pressure rise during pharmacological papillary dilation is an indi-
cator of the likelihood of future progression of glaucoma. Br J
Ophbthalmol. 2007;91(9):1170-1172.

21. Lavanya R, Foster PJ, Sakata LM, et al. Screening for narrow angles
in the Singapore population: evaluation of new noncontact screen-
ing methods. Ophthalmology. 2008;115(10):1720-1727.

22. Foster PJ, Johnson GJ. Glaucoma in China: how big is the problem?
Br J Opbthalmol. 2001;85(11):1277-1282.

23. Ogbuehi KC. Assessment of the accuracy and reliability of the
Topcon CT80 non-contact tonometer. Clin Exp Optom. 20006;
89(5):310-314.

24. Moseley MJ, Evans NM, Fielder AR. Comparison of a new non-
contact tonometer with Goldmann applanation. Eye. 1989;3(3):
332-337.

25. Lawson-Kopp W, DeJong A, Yudcovitch L, Williams S, Kohl P,
Yolton RL. Clinical evaluation of the Keeler Pulsair 3000 non-
contact tonometer. Optometry. 2002;73(2):81-90.



