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A surprising intravitreal injection 
attempt: Ozurdex implantation for 
Behçet’s disease

Dear	Editor,
Behçet’s	disease	(BD)	is	a	multisystem	disorder	characterized	
by	 oral	 and	 genital	 ulcerations,	 skin	 lesions,	 ocular	
inflammation,	and	vascular	 involvement.[1] The underlying 
pathology	is	occlusive	vasculitis	effecting	mostly	veins.	The	
most	common	ocular	manifestation	is	acute,	recurrent,	often	
bilateral,	and	nongranulomatous	panuveitis.	The	disease	has	
a	higher	prevalence	in	the	Mediterranean	region.[2]	Macular	
edema	is	one	of	the	most	common	causes	of	vision	decrease	
in	BD.[3]	Corticosteroids,	immunosuppressants,	and	biologic	
agents	are	used	for	the	treatment	of	macular	edema	in	Behçet	
uveitis.[4,5]

A	 42-year-old	man	with	 history	 of	 BD	 for	 24	 years	
developed	 cystoid	macular	 edema,	 1	year	 after	 the	ocular	
symptoms	 started	 as	 posterior	 uveitis.	 The	 patient	was	
consulted	with	 rheumatology,	 and	 ocular	 inflammation	
was	 stabilized	with	 oral	 corticosteroids	 and	 interferon	
alfa	 treatment.	After	 4	months	without	 recurrence	 of	 the	
uveitis,	he	applied	to	our	clinic	with	decreased	vision	in	the	
right	eye.	His	best-corrected	visual	acuity	was	0.30	logMar	
in	 the	 right	 eye	 and	 0.00	 logMar	 in	 the	 left	 eye.	Anterior	
segment examination was within normal limits and fundus 
examination	revealed	perivascular	sheathing	with	a	swelling	
optic	disk.	Optical	 coherence	 tomography	and	fluorescein	
angiography	images	were	obtained.	The	imaging	revealed	
cystoid	macular	 edema	with	 no	 neovascularization	 and	
ischemia	 [Fig.	1].	 In	 the	 light	of	examination	and	 imaging	

findings,	 the	 decision	 of	 intravitreal	Ozurdex	 injection	
was	made.	The	injection	of	the	drug	was	performed	in	the	
operation	room	under	sterile	operation	conditions.	During	
the	 injection,	we	 encountered	 a	 resistance	 and	 observed	
that	 both	 the	 sclera	 and	 the	 conjunctiva	were	 still	 intact.	
By	evaluating	the	injector	under	the	operating	microscope,	
we	 detected	 a	microscopic	 curvature	 at	 the	 tip	 of	 the	
injector	[Fig.	2].	The	injection	of	the	drug	was	cancelled,	and	
we	contacted	the	company.	After	replacement	of	the	faulty	
product	with	a	new	one,	 injection	was	performed	without	
any	issues	or	complications.
Although	using	the	appropriate	technique	recommended	

for	intravitreal	injection,	we	encountered	an	unexpected	event.	
Possible	causes	are	manufacturing	or	packaging	faults.
In	conclusion,	an	improbable	event	which	made	a	delay	

for	 the	 treatment	was	 happened,	 and	 to	 the	 best	 of	 our	
knowledge,	it	has	not	been	reported	before.	Controlling	the	
injector	before	the	procedure	might	prevent	possible	damages	
that	could	be	caused	by	the	forced	injection	of	a	faulty	needle	
to	the	eye.
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Figure 1: Optical coherence tomography and fluorescein angiography 
images revealed cystoid macular edema

Figure 2: Image of the curved injector tip
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A rare association of aniridia with 
conjunctival xerosis in two Indian 
siblings with PAX6 mutation

Dear	Editor,
PAX6	encodes	a	paired	homeodomain	transcription	factor	that	
plays	a	vital	role	in	eye	and	neural	development.	Its	expression	
is initially found in the anterior neural plate and later on in the 
lens	field	of	the	head	surface	ectoderm	and	optic	pit.[1] PAX6 
heterozygous	gene	mutations	have	been	known	to	cause	aniridia,	
while	homozygous	mutation	 is	associated	with	severe	brain	
abnormalities,	microencephaly,	and	early	postnatal	death	with	
the	absence	of	eye	and	nose	in	humans	and	rodents.[2,3] In the 
present	study,	we	screened	mutation	in	PAX6 gene in an Indian 
family	with	aniridia	and	a	broad	range	of	ocular	malformations.

The	case	described	here	 is	a	one	and	half	year	old	baby	
girl	having	multiple	ocular	complications	including	bilateral	
aniridia,	microcornea,	 glaucoma,	 subluxated	 lens	with	
no	 evidence	 of	 cataract,	 high	myopia,	 and	 conjunctival	
xerosis	 [Fig.	 1a].	After	 obtaining	 the	 history	 of	 patient,	 a	
comprehensive	 ophthalmic	 examination	 of	 anterior	 and	
posterior	segments	was	performed.	The	pupils	were	dilated	
using	 a	 combination	drop	of	 0.2%	 cyclopentolate	with	 1%	
phenylephrine	 (Cyclomydril)	 approximately	 15	min	before	
examination.	A	 few	 examinations	were	 performed	under	
general	 anesthesia	where	 non-compliance	 of	 patient	was	
expected.	Visual	 acuity	was	 evaluated	using	Teller’s	 acuity	
card	test[4]	at	a	distance	of	55	cm.	Refraction	was	performed	
using	 cycloplegic	 retinoscopy.	Cover	 test	was	 performed	
to	 assess	 the	 binocular	 vision	 and	 ocular	motility.	Mean	
intraocular	 pressure	 (IOP)	was	measured	with	hand-held	
Perkin’s	applanation	tonometer.	Red	reflex	test	was	performed	
to	 evaluate	 tear	 film,	 cornea,	 aqueous	 humor,	 lens,	 and	
vitreous	humor.	The	patient	had	visual	 acuity	of	 26	 cycle/
degree	equivalent	to	20/24	of	Snellen’s	Scale	in	both	eyes.	The	
mean	refractive	error	was	–4.00	diopters	(D)	in	both	eyes,	and	
mean	horizontal	corneal	diameter	was	7.5	mm	and	8.0	mm	in	
the	right	and	left	eyes,	respectively.	The	axial	length	of	right	
and	 left	 eyes	were	 26.55	mm	and	 27.24	mm,	 respectively.	
Mean	intraocular	pressure	(IOP)	was	24	mm	Hg	in	both	eyes.	
The	optic	cup/disc	ratio	was	not	measured	and	the	posterior	
segment	analysis	showed	myopic	fundus.

The	patient	was	 prescribed	 vitamin	A	 (2,00,000	Units)	
supplementation	for	the	management	of	conjunctival	xerosis	
till	the	age	of	5	years.	Medical	records	and	oral	information	
from	 the	parents	 revealed	 that	 the	patient’s	 elder	 brother	
also	 had	 complex	 ocular	 conditions	 including	 aniridia,	
microcornea,	 glaucoma,	 subluxated	 lens,	 and	 conjunctival	
xerosis,	while	her	mother	had	aniridia	and	glaucoma,	and	
the	father	is	blind	since	birth.	The	family	pedigree	is	shown	
in Fig.	1b.

Written	informed	consent	was	obtained	from	the	parents	
of	 the	 proband.	Genetic	 analysis	 of	 the	 PAX6	 gene	using	
polymerase	chain	reaction	and	Sanger	sequencing	was	carried	
out.	All	the	study	procedures	were	conducted	in	accordance	
with	 the	 tenets	 of	 the	Declaration	 of	Helsinki	 and	were	
approved	 by	 the	 Institutional	Ethical	Committee.	Genetic	
investigations	 revealed	a	heterozygous	mutation	 (c.781C>T)	
in the PAX6	gene	in	the	patient,	her	brother,	and	mother,	and	
not	in	her	father.	This	mutation	is	present	in	exon-10	and	was	
found	 to	 cause	premature	 termination	of	PAX6	protein	 (p.
Arg261Ter)	that	results	in	the	loss	of	a	partial	homeodomain	
and	the	entire	PST	(Proline-Serine-Threonine)	domain.	In silico 
analyses showed that this mutation is potentially deleterious 
to	 the	protein	 function.	The	PAX6	 transcript	 containing	 the	
premature	termination	mutation	(p.Arg261Ter)	is	believed	to	
undergo	nonsense-mediated	decay	and	loss	of	protein	level	by	
50%	that	leads	to	haploinsufficiency	and	aniridia.[5-7]

Although the PAX6	mutation	 (p.Arg261Ter)	 have	 been	
reported	in	few	other	population,[8-10]	this	is	the	first	report	from	
India	where	 this	mutation	 is	associated	with	a	broad	 range	
of	ocular	anomalies.	To	the	best	of	our	knowledge,	this	is	the	
first	study	to	report	the	association	of	conjunctival	xerosis	with	
aniridia in patients with PAX6	mutation.

Conjunctival	xerosis	 is	a	disease	associated	with	vitamin	
A	 (retinoic	 acid)	deficiency	 or	 insufficiency.[11]	A	 study	by	
Shetti	and	Patil	[1996]		showed	resolution	of	Bitot’s	spot	and	
conjunctival	xerosis	upon	vitamin	A	supplementation	within	
a	month	 of	 treatment	 in	 a	 case	with	 aniridia	 along	with	
conjunctival	xerosis	and	Wilm’s	tumor.[12]	CYP26B1,	a	retinoic	
acid	metabolizing	 enzyme	 is	 a	 downstream	 target	 of	 the 
PAX6 gene.[13]	Therefore;	we	hypothesize	that	the	presence	of	
conjunctival	xerosis	in	this	family	with	PAX6 mutation might 
be	owing	to	the	inability	of	the	mutant	PAX6	to	transactivate	
Cyp26b1	and	subsequent	failure	in	retinoic	acid	metabolism.	
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