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in	patients	less	than	40	years	of	age	with	no	vasculopathic	risk	
factors.[3]	Eyes	with	AION	may	not	always	show	altitudinal	
visual	field	defects	but	also	a	variety	of	visual	field	defects	
depending	 upon	 the	 involvement	 of	 the	 branches	 of	 the	
posterior	 ciliary	 artery.	Association	of	VKH	with	AION	 is	

known	but	rare,	all	of	which	manifested	in	the	fifth	and	sixth	
decades	of	life.[4,5]	Our	case	shows	a	unique	presentation	of	VKH	
associated	with	AION	as	AACG	in	a	young	woman.
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Figure 3: Sequential fundus photographs and optical coherence 
tomography (OCT) images of the left eye taken at presentation 
and after initiating corticosteroids. (a) Fundus photograph and 
OCT at presentation showing multiple serous retinal detachments, 
(b) 3 days, (c) 2 weeks, demonstrating a complete resolution of serous 
retinal detachments, and (d) 2 months follow‑up
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A	26-year-old	 female	with	exudative	retinal	detachment	due	
to	Vogt–Koyanagi–Harada	(VKH)	disease	presented	to	us.	She	
had	 received	five	doses	of	 intravenous	methylprednisolone	
(1	g/day)	followed	by	oral	steroids	(80	mg/day)	elsewhere.	At	
the	presentation	to	us,	she	was	on	oral	corticosteroid	40	mg/day	
and	topical	corticosteroid.	Her	visual	acuity	was	counting	fingers	
close	to	the	face	in	both	eyes.	Clinical	examination	revealed	a	
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quiet	anterior	chamber,	plenty	of	cells	in	anterior	vitreous,	and	
persistent	bullous	retinal	detachment	with	shifting	fluid	[Fig.	1a	
and	b]	 in	both	eyes.	 In	 consultation	with	a	 rheumatologist,	
tofacitinib	(Xeljanz)	10	mg/day	was	instituted	along	with	an	
oral	corticosteroid.	At	a	1-month	follow-up,	her	visual	acuity	was	
6/15	in	both	eyes	and	fundus	examination	revealed	resolution	
of	exudative	 retinal	detachment	with	coarse	 retinal	pigment	
epithelium	pigmentations	throughout	the	fundus	[Fig.	1c	and	d].

Discussion
Tofacitinib,	 a	 small-molecule	 inhibitor	of	 Janus kinase	 (JAK)	
1	 and	 3,	 has	 been	 increasingly	being	used	 for	 rheumatoid	
arthritis,	 psoriatic	 arthritis,	 and	ulcerative	 colitis.[1] Being a 
small	molecule,	 tofacitinib	offers	 the	 theoretical	 advantage	
of	crossing	the	blood-retinal	barrier	more	efficiently	and	also	
provide	the	ease	of	administration	by	oral	and	topical	route.	
Tofacitinib	 has	 been	 reported	 to	 be	 useful	 in	 controlling	
recurrences	of	human	leukocyte	antigen	(HLA)	B27-associated	

Figure 1: (a and b) fundus photographs of both eyes showing exudative 
retinal detachment; (c and d) fundus photographs of both eyes showing 
resolution of exudative retinal detachment in both eyes
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uveitis	and	in	a	case	of	scleritis.[2]	There	have	been	no	reports	
on	 the	use	 of	 tofacitinib	 in	patients	with	 exudative	 retinal	
detachment,	 refractory	 to	 standard	 immunomodulatory	
therapy.	Role	of	helper	T-cell	subsets	producing	Th1	cytokines	
including	 interleukin	 2	 (IL-2)	 and	 interferon-gamma	have	
been	implicated	in	causing	pathological	changes	such	as	the	
granulomatous	 choroid	 inflammation	 in	 the	acute	phase	of	
VKH.[3,4]	Thus,	tofacitinib,	which	can	reduce	the	production	of	
IL-2	may	be	efficacious	in	VKH.	Thus,	tofacitinib	can	be	a	useful	
alternative	in	treatment-resistant	exudative	retinal	detachment	
secondary	to	intraocular	inflammation.
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Commentary: Janus kinase inhibitors 
and their use in autoimmune ocular 
inflammatory disorders

Each	 autoimmune	 inflammatory	 disease	 has	 a	 cytokine	
profile	of	its	own	which	is	important	in	pathogenesis	of	that	
disease.	Management	of	autoimmune	inflammatory	diseases	
requires	regulation	of	associated	elevated	cytokine	signaling	
and	 further	 its	 uncontrolled	 cytokine	 effects.	 Previously,	
inhibition	of	 cytokine	 functions	 by	monoclonal	 antibodies	
against	cytokines	or	their	receptors	has	been	successfully	used	
to	control	inflammatory	diseases.[1]

The	 Janus	 kinase	 (JAK)	 family	 of	 nonreceptor	 tyrosine	
kinases	 that	 transduce	 signals	 from	 cytokines	 are	 key	
intracellular	components	of	cytokine	signaling.	Recently,	there	

has	been	interest	in	the	management	of	systemic	autoimmune	
inflammatory	diseases	by	moderating	them.[1] In mammals, the 
JAK–signal	transducers	and	activators	of	transcription	(STAT)	
pathways	are	 constituted	of	 four	 JAK	kinases	 (JAK1–3	and	
tyrosine	kinase	2	[TYK2])	and	seven	STATs	(STAT1–6,	including	
homologs	STAT5a	and	STAT5b).

The	 all-important	 “signaling	 cascade”	 is	 initiated	 by	
cytokine	binding	to	its	receptor	(cytokine	receptor).
•	 This	 leads	 to	 association/rearrangement	 of	 the	 receptor	
subunits

•	 This	leads	to	JAK	activation	by	transphosphorylation
•	 Activated	JAKs	phosphorylate	the	receptors,	allowing	STATs	
to	bind	to	the	receptor

•	 This	leads	to	the	STATs	become	phosphorylated
•	 The	phosphorylated	 STATs	 then	 form	 either	 homo-	 or	
heterodimers,	which	 translocate	 into	 the	nucleus	where	
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