Corneal Graft Rgection; Prevalence and Risk Factors

Farid Karimian, MD, L2 Alireza Baradaran-Rafii, MD, I 2 Mohammad-Ali
Javadi, MD, "2 Mohammad-Reza Jafarinasab, MD, 1.2 Mojtaba Hosseini, MD, !
Arash Anisian, MD. 2
From;1- Labbafinejad Medical Center, Shaheed Beheshti Medical University,
Tehran, Iran.

2- Ophthalmic Research Center, Shaheed Beheshti Medical University,
Tehran, Iran.
Running title; Corneal graft rejection
Figures,; 3 Tables; 1
Abstract/Text word count;
Key words, graft rejection, prevalence, risk factors.
Addressfor correspondence, proof, and reprint requests,
Farid Karimian, MD. Cornea and Anterior Segment Service,
Department of Ophthalmology, Labbafinejad Medical Center,
Boostan 9 St. , Pasdaran Ave.,
Tehran 16666, Iran
TEL: ++9821-22587317
FAX: ++9821- 22587317

e-mail: karimianf @yahoo.com



Abstract

Background: Rejection is the most common cause of late corneal graft failure.
The purpose of this study is determining the prevalence, and defining the role
of those factors which may affect the risk for rejection.

Methods: The study was conducted on all patients who had penetrating
keratoplasty without immunosuppressive therapy with at least 1 year follow up.
Demographic status, cause of graft, and types of rejections were detemined.
Contribution to graft rejection, persistence of transparency, and rate of failure
due to rejection were considered for each factor. Statistical analysis was
performed by multivariate regression and ANOVA tests.

Results: Two hundred ninety five penetrating keratoplasties were
performed on 286 patients (61% male, 39% female). Mean age at
keratoplasty was 38 + 20 years. Mean follow-up period was 20 + 10 months.
Graft rejection occurred at 7.3 = 6 months (20 days to 39 months) in 31.8%
of cases. The most common type of rejection was endothelial (20.7%).
Contributing factors were extent of corneal vascularization, regrafting,
anterior synechiae, irritating sutures, active inflammation at the time of
surgery, additional anterior segment surgery, history of trauma,
uncontrolled glaucoma, history of prior graft rejection, recurrence of herpes
infection on graft, and eccentric graft (P<0.05). Patients’ age, size of donor
cornea, and bilateral transplantation were not significant.

Conclusions: The extent and severity of corneal vascularization, anterior
synechiae, irritating sutures, active inflammation, regrafting, additional

surgery, trauma, uncontrolled intra-ocular pressure, history of graft rejection,



recurrence of herpes, eccentric grafting and corneal scarring on graft are
significant risk factors for graft rejection.

INTRODUCTION

Penetrating keratoplasty (PKP) is the most common human organ
transplantation, which is performed for various corneal disorders.' In 2000,
more than 2100 corneas provided by the Central Eye Bank of Iran were
used for corneal transplantations. In the recent two decades, due to
improvements in surgical techniques, operating microscopes, suture
materials, advanced methods of cornea preservation, use of steroids and
immunosuppressive agents corneal transplant success rate has significantly
increased.'” Despite these advances, rejection of donor endothelium by the
recipient immune system is the leading cause of corneal transplant
failure.>>*

In 1948, Paufique et al, introduced the term “maladie du greffon” (graft
disease) for graft opacification following an initial period of transparency.’
In 1951, Maumenee et al. demonstrated that the basis for graft rejection is
host sensitivity to donor cornea antigens.® Khodadoust et al. showed
immunologic reactions can occur in each layer of the cornea (epithelium,
stroma, and endothelium), possibly leading to rejection of a single layer or
different layers in concert.” In the studies mainly by Sondo et al. it was
shown that anterior chamber immune deviation (ACAID) is probably
responsible for the preservation and survival of the graft, and graft rejection
is known to be due to loss of equilibrium in the ACAID system.®

Reported prevalence of corneal graft rejection ranges from 2.3 to 68 percent

in different studies.”'® At least one episode of corneal rejection may occur



in 30% of grafts, 12 percent with good prognoses and 40% with poor
prognoses eventually leading to complete loss of corneal transparency.
Graft rejection most commonly occurs between 4 and 18 months following
transplantation, but may occur any time after the surgery. In one report,
53.3% of rejections occurred during first year.”

Various risk factors for graft rejection have been studied including loose
sutures, early suture removal,'' extent and severity of recipient cornea
vascularization,”'' increasing number of regrafts,'>!" bilateral gr21ft,12’13
anterior synechia (recipient iris adhesion to graft tissue),'* ocular
inflammation at the time of transplantation, young age of recipient,'' size of

14 oraft eccentricity, uncontrolled glaucoma " | atopic

donor cornea,
dermatitis, and dry eye states.'®'’ Prompt diagnosis and treatment of
rejection will frequently result in recovery and clearance of corneal graft.
Eighty-seven percent of rejections are symptomatic.” About 50% - 70% of
cases of corneal graft rejections can be controlled with topical steroids, but
in some severe cases oral steroids might be needed.

Considering the importance of graft rejection and subsequent failure, it
seems necessary to investigate the role of causative factors which increase
the risk of graft rejection. In this study performed at Labbafinejhad Medical
Center from 2003 to 2005 on patients who had corneal transplantations with
at least 1 year of follow up, prevalence, clinical signs, and factors
influencing rejection were evaluated.

MATERIALS & METHODS

In this cohort study, between June 2003 and September 2006 all patients

having corneal transplantation were sequentially included. Only those with



follow-up visits longer than one year were included. Patients with
immunosuppressive therapy due to systemic or ocular diseases were
excluded. Preoperative complete ocular examinations including uncorrected
and corrected visual acuities, slit-lamp microscopy, intra-ocular pressure
measurement and funduscopy were performed. All patients’ data before and
after surgery were recorded. If graft rejection was diagnosed, relevant data
including type of rejection, detectable risk factors, causative factors, method
and result of treatment, and final corneal transparency were recorded.

All surgeries were performed under general anesthesia. The corneas
harvested either from whole globes (preserved in cold wet chambers) or
corneoscleral rims, preserved in media for 2 + 1.9 days (Likoral, Chauvin,
France. or Optisol GS, Bausch & Lomb, USA.). The size of trephination
was chosen to remove most of the recipient corneal pathology, sparing at
least 1-1.5mm peripheral corneal rim for suturing. Barron- Hessburg
vaccum trephines (Katena, Denville, NJ, USA) with endothelial punches
were applied to cut the recipient and donor corneas. Donor-recipient
disparity was considered 0.25-0.5mm. Four cardinal interrupted stitches
with a 10/0 nylon (CU-1, Alcon laboratories, Fort Worth, TX, USA) were
followed by permanent suturing (interrupted, single running, double running,
or mixed) of the graft according to surgeon judgment. Finally, the anterior
chamber was formed using BSS (Balanced Salt Solution), and the wound
was inspected for leakage and proper apposition. The day after the surgery,
the eyes were examined in terms of visual acuity, graft clarity, size of
epithelial defect, sutures, wound stability, and ocular surface/ anterior

chamber inflammation. Topical 0.1%betamethasone drop was started every



6 hours, continued for 6-8 weeks and tapered according to anterior chamber
and/or ocular surface inflammation. In case of transplantation due to
aphakic or pseudophakic corneal edema, steroid drops were continued 1-2
drops per day along with intraocular pressure control. Oral prednisolone (1-
2mg/kg for 7-10 days) was administered in those cases with severe corneal
or anterior chamber inflammation. Regular follow-up visits were conducted
on days 1, 2 and 3; then every week in the first month, every 2 weeks until 3
month, and subsequently every month in the first year. Afterwards, follow
up visits were performed every 3-4 months.

Corneal transparency and absence of any sign of rejection during the first
10 days was a prerequisite for the diagnosis of corneal graft rejection.
Clinical diagnosis of various types of graft rejection was made based on
biomicroscopic findings. Epithelial rejection was defined as the presence of
an epithelial line which may be moving on sequential close follow-up visits
and stained with fluorescein. Subepithelial rejection was defined as the
occurrence of multifocal infiltrative lesions with no other inflammatory
signs in the superficial stroma (Fig 1). Local endothelial rejection was the
presence of white keratic precipitates in a limited area of the donor corneal
endothelium which may be associated with a mild anterior chamber reaction.
Diffuse endothelial rejection was defined as the presence of endothelial
rejection line (Khodadoust line), and/or a high number diffuse KPs which
might be associated with corneal edema (Figs 2 & 3).

Epithelial or subepithelial graft rejections were treated with topical
0.1%betamethasone drops 4-6 times per day and were gradually tapered off.

In milder forms of endothelial rejection betamethsone drops were initiated



on a more frequent basis (every 1 hr.). In severe cases, oral prednisolone 1-
2mg/kg was added. Subtenon injection of methylprednisolone (40mg) was
considered when despite frequent steroid treatment there was no sign of
improvement after 3 days.

Based on biomicroscopic and retinoscopic findings, clarity of transplanted
corneas were classified. If the cornea was completely transparent with no
edema or opacity, the iris and anterior chamber details were clearly
observed, and the eye was easily refractable, it was considered as clear. If
corneal edema or opacity was present, iris and anterior chamber details were

not clearly visible, and the eye was barely refractable, it was considered as
hazy. If corneal edema was severe such that iris and anterior chamber
details were barely visible, and refraction was impossible, it was considered

as opaque. Those hazy and opaque corneas which were not responsive to
medical therapy were considered as failures.

For each risk factor two groups of eyes with and without the factor
categorized. For statistical analysis of data using SPSS (version 10) was
used for applications Multi-variate regression analysis, and ANOVA tests.
Results

Two hundred ninety five corneal transplantations in 286 patients were included
(61.4 % male, 38.6 % female). Mean age at surgery was 37 + 20 years (40 days -
90 years). Mean follow-up period was 20 = 10 months (24 - 43 months).
Keratoconus (31.9%) was the most common indication for transplantation,
followed by regraft (13.9%), infectious keratitis (12.6%) (perforated or non-
perforated), trauma scars (7%) and sequelae of chemical burns (2%). Penetrating

keratoplasty was optical in 79.7% and tectonic in 15.9% of cases, respectively.



Lamellar keratoplasty was performed in 4.4% of cases. Donor corneas provided
either from whole globes (71.9%) or from corneoscleral rims (28.1%) of cases.
There has been no correlation between duration of preservation and occurrence

of rejection ( P> 0.5).Diameter of donor cornea was <8mm in 62.8% of cases

and >8mm in the remainder.

Clarity based on the cause of transplantation

At the end of follow-up, all cases of congenital hereditary endothelial dystrophy
(CHED), 97.8% of keratoconic cases, 96.3% of other corneal dystrophies, 66.7% of
pseudophakic bullous keratopathies, 61.5% of aphakic bullous keratopathies, and
60% of corneas with vascularized scars had clear corneas. Forty seven percent of
corneal regrafts, 28% of corneas with traumatic scars, and 16.7% of corneas with
scars due to chemical burns had clear grafts.

Corneal graft reection

Rejection was seen in 94 grafts (31.8%). It occurred once in 20.8% of cases, twice in
7.8%, three times in 2%, and more than 3 times in 0.9% of cases. The mean interval
between transplantation and first rejection reaction was 7.3 + 6 months (20 days - 39
months). Sixty three percent of rejections occurred within the first 6 months after the
surgery, and 87.2% within one year. The most common type was endothelial rejection
(20.7%). In 6.1% of rejections all corneal layers were involved. Subepithelial
infiltration was seen in 3.1% of cases. At last follow-up visit, 70.6% of corneas were
clear. Graft failures were due to rejection (6.1%), early decompensation (7.1%), and
late decompensation (11.6%) of cases. Most frequently, rejections occurred in April
(4.1%), followed by July (3.4%), September (3.4%), and November, December, and
January each ( each 1.7%).

Risk factorsfor graft reection



Age: Rejection occurred in 28.4% of patients under the age of 40 years versus 37.8%
in older cases, but the difference was insignificant (table 1). There was a meaningful
correlation between patient age and corneal transparency (P<0.001), i.e., older the
patient higher the chance for graft remaining clear.

Corneal vascularization: Corneal vascularization was present in 29.1% of cases.
Rejection was observed in 27.8% of patients without corneal vascularization. This
raised to 38.9% in those with mild corneal vascularization, 48.3% in those with
moderate, and 38.5% with severe corneal vascularization (P= 0.05). In the last follow
up examination, 78.9% of corneas without vascularization were clear. This rate was
77.8 %, 62.1 %, and 30.85% in corneas with mild, moderate, and severe
vascularization, respectively. In the non-vascularized group, failure was due to
rejection in 4.8% of cases, but in the vascularized group it was 13.8%, which was
proportionate to increased vasculariztion (P<0.001).

Regraft: Rejection developed in 48.6% of regrafted cases in comparison to 29.5% of
cases without regraft (P=0.025). In regraft group, 47% of corneas remained clear,
while this rate was 73.8% in those without regraft. Failure rate in the regraft group
was 18.8% while 4.6% in the other (P<0.001).

Corneal graft of the second eye

Bilateral graft was performed in 17.5% of all cases. Rejection rate was 27.5% and
32.8% in unilateral and bilateral groups, respetively (P<0.001). At the end of follow-
up, 98% of bilateral cases and 65.2% of unilateral ones had clear grafts (P<0.001).
Failure rate in unilateral group was 7.4%, while no cases of failure occurred in
bilateral group (P<0.001). Considering only keratoconus patients, there was no
statistical significant difference in terms of graft rejection between unilateral and

bilateral grafts.



Size of donor cornea
Rejection rate was the same for donor corneal diameters smaller or larger than 8mm.
At the end of follow-up, 73.7% of the larger than 8mm group and 69.5% of the
smaller group had clear grafts. The rate of rejection was 6.0% and 6.3% in two groups,
respectively, which was not statistically significant
Presence of anterior synechia
Anterior synechia was present in 11.5% of cases. The rejection rate was significantly
different between groups with or without synechiae (table 1). At the end of follow-up
period, 44.1% of those with anterior synechiae and 74.3% of those without had clear
grafts (p=0.005). Failure rate due to rejection was 49.2% versus 20.6% in cases with
and those without anterior synechiae, respectively (p<0.005).
Presence of irritating sutures
Loosening or breakage of at least one suture was seen in 7.8% of cases. Rejection rate
was 78.3% versus 28.1% in groups with and those without these events (p<0.001) .
Presence of active inflammation
Active inflammation of the cornea or anterior segment of the eye was present in 10.1%
of cases at the time of surgery. Compared to the group without inflammation, incidence
of rejection was definitely more (p=0.0035) (table 1). Clear grafts were present in
75.5% versus 30% in groups with and those without inflammation. Also, the rate of
failure due to rejection was 20% versus 4.5% in groups with and those without
inflammation, respectively (p<0.001).
Additional surgical procedures
Intra-ocular anterior segment surgeries (other than penetrating keratoplasty) was

performed in 10.2% of cases simultaneously or later. The rate of rejection was 50% in



this group (p=0.022). At the last follow up, clear cornea was seen in 72.3% of those
without versus 57.1% of those with additional surgeries (p=0.002).

History of trauma

Corneal scar secondary to trauma was the cause of corneal graft in 11 cases (3.7%).
Rate of rejection was 63.6% in this group (p=0.02). At the end of follow-up, 28.6% of
these grafts remained clear (p=0.001). Failure rate due to rejection was 14.3% in this
group (p<0.001) (table 1).

Uncontrolled intra-ocular pressure at the time of transplantation

Fifteen cases (5.1%) had uncontrolled intra-ocular pressure at the time of
transplantation. Rejection occurred in 60% of this group (p=0.02). Only 15.4% of
grafts remained clear and 7.7% had failures due to graft rejection which was not
statistically significant (table 1).

Eccentric graft

Nine cases (3.1%) had eccentric grafts. Rejection rate was 66.7% in this group versus
30.7% in those with central graft (p=0.038).

History of graft reection in the same or fellow eye

Thirteen cases (4.4%) had such a history. Of these, 69.2% had graft

rejections (p=0.002). Rate of clear corneas was not significantly

different between the two groups, but failure due to rejection was 15.4%

compared to the group without a previous history of rejection

(p=0.001).

Occurrence of ulcer in corneal graft

In 5 cases (1.7%), keratitis occurred on the corneal graft, 40% of them experienced

graft rejection (p=0.02). Rate of clear cornea and failure due to rejection was 60% and



20%, respectively (p<001). Furthermore, 9 cases (3.1%) had recurrence of herpes on
the graft, of them 66.7% had graft rejections (p=0.021).

Y ag laser posterior capsulotomy

This procedure was performed only on 1 case, no rejection took place and cornea
remained clear at the end of follow up.

DISCUSSION

Keratoconus is the most common cause of corneal transplantation in our center, but
the rate of regraft has increased from 7.2% to 13.9%."® The reason for this could be
more common usage of immunosuppressive drugs which enable the surgeons to do
corneal transplantation (including regrafts) in high risk cases.'”** On the other hand,
decrease in rate of corneal ulcers leading to corneal transplantation from 15.3 to
12.6% could be due to better medically controlled in these cases. In multiple studies
primary indications for PKP are significantly similar to our study.'®***"*** In
Aiken-O’Neil report, the most common cause for corneal transplantation was bullous
keratopathy (22.3%) followed by regrafts (21.1%), Fuch's endothelial dystrophy and
finally keratoconus.**

Endothelial rejection is the most common type of rejection in our study (20.7%). The
incidence of endothelial rejection has been reported from 12% to 44% in different

10, 22, 25

studies, which might be due to differences in population type, indication for

PKP, criteria for rejection, steroid and immunosuppressive usage. In our report, SEI
was observed in 3.1% of cases. It’s rate has been reported from 2.4% to 2.8%. ***
Subepithelial infiltrations may be diagnosed less often due to their temporary nature
and low influence on visual acuity.

In our study, rejection rate was the same in cases under and above 40 years of age,

which is opposite to the findings of Maguire' and Vail*. In an extensive report on



2800 cases, age over 40 was introduced as a risk factor for rejection and graft
failure.”’ In another study, older age was considered as a risk factor for graft
rejection.'® It is postulated increasing age causes decrease in acute rejection due to
both immunosenescence and decreased resistance to immunosuppressive drugs.”®
This marked difference could be the result of differences in patient population and
primary indications for corneal transplantation. Knowing that keratoconic patients
(the most common cause of corneal transplantation and graft rejection in our study)
are transplanted in an earlier age compared to bullous keratopathy patients (the most
common cause of corneal transplantation in other studies), findings different from
those of the other studies can be explained. In Vail's study, in which donor and
recipient age were nearly the same, they showed recipient factors such as primary
diagnosis, prior transplantation, and glaucoma as risk factors, but they couldn’t find
the recipient age as a risk factor for rejection.”® In Simon's study risk of rejection has
decreased when storage of donor cornea has increased more than seven days> but in
our study rejection rate had no corelation with duration of preservation.

We found direct correlation between extent and severity of corneal vascularization
with graft rejection. Alldredge et al. found that increased vascularization increases
endothelial rejection incidence but not SEI and epithelial rejection.'® In Yamagami *°
and Maguire '° reports there was a positive correlation between rejection rate and
extent of vascularization. Severe vascularization in all four quadrants of the recipient
cornea increases the risk of graft failure by 1.7 times compared to a non-vascularized
recipient cornea.'” The primary cause of vascularization in the recipient cornea may
itself induce rejection, and therefore, be effective in the survival of graft."

More common usage of immunosuppressive drugs (e.g., cyclosporine) in high risk

patients has improved survival of regrafts and led to perform more corneal



transplantations. In Maguire's study, the risk of graft rejection and failure after
regrafts increased three times."” In none of the other studies the role of regrafts in
increasing the risk of rejection has been denied.'®*® This can be due to increased
interaction between recipient and donor immune systems. After each regraft this
immune system sensitization increases which accelerates immune reactions and graft
rejection. Improvement of graft prognosis in penetrating normal - risk keratoplasty by
HLA class 1 and 2 matching is suggested by some authors.”'
If all cases of corneal transplantation are considered, second eye graft has a better
prognosis. There were less rejection-induced graft failures and more durable clear
grafts in second eye cases. Musch et al. reported the rate of rejection in second eye of
bilateral grafts was the same as the first eye 1 and 5 years after the surgery.”
However, Donshik reported a rejection rate of 27% in bilateral cases versus 13% in
unilateral ones.”* In keratoconus, rejection rate was statistically the same between
unilateral and bilateral grafts.'® Tuft demonstrated the irrelevance between bilateral
graft and graft survival. > According to Musch report, when there is no rejection in
the first eye, the risk for rejection in the second eye does not increase, but if rejection
does occur in the first eye, the risk increases for the second.'

In our study, the size of donor cornea (<8mm or >8mm) had no effect on graft
rejection and subsequent failure. In some studies, donor corneas larger than 7.5mm

had a greater risk of rejection.'>!”

However, in Vail's study the greater size of donor
cornea had greater risk of rejection with a lower chance for failure. ** Trigui showed
increased rejection with corneal grafts > 8§ mm and with change in suturing
technique.'* In CCTS study, corneal size less than 8mm had a greater risk of

. . 15 . . . .
rejection °. A larger donor cornea increases the risk of rejection due to transfer of a

greater number of Langerhans cells (which are found more frequently in the periphery



of cornea which contain HLA-DR antigens), and their proximity to limbal vessels.”***

In CCTS study, surgeons were free to choose different sizes of grafts and suturing
methods, and therefore smaller size grafts with interrupted sutures for high-risk grafts
were "confounding by indication"."”” Thus, primary indication for penetrating
keratoplasty (which had obliged a smaller donor cornea and interrupted suturing
technique) is of greater relevance to the occurrence of rejection than is corneal graft
size, which is actually a secondary issue. Therefore, for determinig the role of graft
size in the occurrence of rejection, a study excluding primary corneal disease and
other variables should be designed. On the other hand preservation of donor cornea
more than seven days has decreased risk of rejection and prolonged graft survival.”’

In our study, anterior synechiae between the iris and donor cornea increased the
risk of rejection, and its consequent failure. Because of the easier access of blood
vessel to donor endothelial cells, rejection reactions are accelerated.”” Synechiae
cause direct damage to adjacent donor endothelial cells and also raise the probability
of elevations in intraocular pressure and subsequent glaucoma.’® In all studies,
anterior synechiae were shown to be as a risk factor for rejection, failure and
glaucoma, !5 22 3026

In current study, presence of irritating sutures and anterior segment inflammation
was associated with increased risk of rejection. These factors trigger the immune
system and cause presentation of Class 2 HLA antigens leading to graft rejection
reactions. ** Anterior segment surgeries at the time of transplantation was a risk factor
for graft rejection. These factors also influenced the overall survival of the grafts. In
the CCTS study, simultaneous anterior segment surgery at the time of penetrating

11,15

corneal graft had strong correlation with graft results. Effect of prior anterior

segment surgery on graft rejection and failure has not been clearly determined,



although this factor has been introduced as a risk factor for corneal graft in
Australia.”*

In recent study, history of previous graft rejection was a risk factor for rejection
and subsequent failure, but there was no correlation with overall graft failure.
Maguire et al. found that with sequential corneal grafts, risk of rejection and
subsequent failure, and overall failure increases.'” Endothelial rejection is the most
serious form of rejection, which is associated with local or generalized destruction of
endothelial cells of donor cornea. Multiple attacks of rejection followed by
incomplete treatment can potentially lead to graft failure. Due to sensitization of
recipient immune system to especially HLA Class 2 antigens, corneal regrafts under

. .. 11,14
these circumstances can cause new attacks of rejection.

Prolonged use of very low
dose of topical steroid can cause suppression of local immune system which may
prevent recurrence of rejection.”®

Eccentric penetrating keratoplasty was another risk factor in our study. Although total
number of cases was limited, 66% experienced graft rejection. Also, history of trauma
and activation of herpetic keratitis on graft caused a meaningful increase in the risk of
graft rejection. If chemical burn is considered as a type of corneal trauma, the rate of
rejection and subsequent failure is significantly increased."”” Corneal graft in cases
with a positive history of chemical burn should be considered as a high-risk

9,17,22

graft. History of herpetic keratitis and its resultant corneal vascularization can act

as a precipitating factors for graft rejection and subsequent graft failure, which has
also been shown in present as well as previous studies.'>**2%**
Our study show that increased intra-ocular pressure is a risk factor for graft rejection.

Increased intraocular pressure has been considered as an important risk factor for

graft rejection and failure. Compared to the normal pressure group, this factor either



as ocular hypertension or glaucoma has been associated with a larger number of
rejections, but there was no statistical significant correlation with subsequent graft

failure.!!

Although in CCTS report, elevated intra-ocular pressure has been
considered as a risk factor for graft failure but not rejection.”” On the other hand in
Yamagami study coexistence of glaucoma and anterior synechiae are defined to be a
major risk factor for graft rejection,”® According to Naache et al. reversibility of graft
rejection is the same between those with and without a history of glaucoma or ocular
hypertension.”> Medical and surgical control of intraocular pressure after graft
surgery is difficult, therefore pre-operative control of glaucoma is of utmost
importance.

CONCLUSION

Risk factors that are directly involved in the development of corneal rejection and its
possible subsequent failure are recipient corneal vascularization, regrafts, anterior
synechiae, graft irritating sutures, anterior segment inflammation at the time of
transplantation, simultaneous anterior segment surgery, eccentric grafts, history of
trauma (especially chemical burns) previous history of rejection, recurrence of herpes,
and finally uncontrolled elevated intra-ocular pressures at the time of surgery. In

current study, there was no significant correlation between recipient age and donor

cornea size with corneal graft rejection.



References

1- Streilein JW. New thoughts on the immunology of corneal transplantation Eye
2003 Nov, 17(8): 943-8.

2- Coster DJ, Williams KA. The impact of corneal allograft rejection on the long —
term outcome of corneal transplantation Am J Ophthalmol 2005 Dec 140(6): 1112-22.
3- Khodadoust AA. The allograft rejection: the leading cause of late failure of clinical
grafts. In: Porter R, Knight J (Eds). Corneal graft failure. Amsterdam: associated
Scientific Publishers; 1973: 151-164.

4- Thompson RW Jr, Price MO, Bowers PJ, Price FW Jr. Long-term graft survival
after penetrating keratoplasty Ophthalmology 2003 Jul; 110(7): 1396-402.

5- Paufique L, Sourdile GD, Offert G. Le Graffes De La Cornea. Paris: Masson and
Cie; 1984:131-136.

6- Maumenee AE. The influence of donor-recipient sensitization on corneal grafts.
Am J Ophthlamol 1951;34:142-152.

7- Khodadoust AA, Silverstein AM. Transplantation and rejection of individual cell
layer of the cornea. Invest Ophthlamol 1969;8:180-195.

8- Sonoda Y, Stereilin JW. Impaired cell mediation immunity in mice bearing healthy
orthotropic corneal allograft. ] Immunol 1993; 150:1727-1734.

9- Sangwan VS, Ramamurthy B, Shah U, Garg P, Sridhar MS, Rao GN. Outcome of
corneal transplant rejection, a 10 year study. Clin Experiment Ophthalmol 2005 Dec,
33(6): 623-7.

10 - Alldredge OC, Krachmer JH. Clinical types of corneal rejection: their
manifestations, frequencies, preoperative correlates, and treatment. Arch Ophthlamol

1981; 99:599-604



11- Williams KA, Esterman AJ, Bartlett C, Holland H, Hornsby NB, Coster DJ. How
effective is penetrating corneal transplantation? Factors influencing long-term out
come in multivariate analysis. Transplantation 2006 Mar, 27: 81(6): 896-901 (in
process).

12-Musch DC, Meyer RF. Risk of endothelial rejection after bilateral penetrating
keratoplasty. Ophthalmology 1989; 96:1139-1143.

13- Tuft ST, Gregory WM, Dawison CR. Bilateral penetrating keratoplasty for
keratoconus. Ophthalmology 1995; 102: 462- 468.

14- Trigui A, Smaui M, Masoudi J, Mhiri W, Moatoug S, Feki J. Corneal graft
rejection. Donor and receiver implication. J Fr Ophthalmol 2005 June 28(6): 631-4.
15- Maguire MG, Stark WJ, Gottsch J, Stulting RD, Sugar A, Fink NE, et al. Risk
factors for corneal graft failure and rejection in Collaborative Corneal Transplantation
Studies (CCTS). Ophthalmology 1994; 101:1536-1547.

16- Kuchle M, Cursiefen C, Nguyen NX, Langenbucher A, Seitz B, wenkel H, Martus
P, Naumann GO. Risk factors for corneal allograft rejection, intermediate results of a
prospective normal-risk keratoplasty study. Graefes Arch Clin Exp Ophthalmol 2002
Jun 240(7): 580-4.

17- Price MO, Thompson RW Jr, Price FW Jr . Risk factors for various causes of
failure in initial corneal grafts. Arch Ophthalmol 2003 Aug. 121(8): 1087-92.

18- Javadi MA, Motlagh BF, Jafarinasab MR, Rabbanikhah Z, Anissian A, Souri H,
Yazdani S. Outcomes of penetrating korateplasty in keratoconus. Cornea 2005, Nov,
24(8): 941-6.

19- Koay PY, Lee WH, Figueiredo FC. Opinions on risk factors and management of

corneal graft rejection in united kingdom. Cornea 2005 Apr 24(3): 292-6.



20- Coster DJ, Williams KA. Management of high-risk corneal grafts. Eye 2003 Nov,
17(8): 996-1002.

21- Edward M, Clover GM,Brookes N. Indications of corneal transplantation in New
Zealand, 1991- 1999. Cornea 2002, 21:152-155.

22- Pleyer V, Steuhl KP, Weidle E, Lisch W, Thiel HJ. Corneal graft rejection:
incidence, manifestation, and interaction of clinical subtypes. Transplant Proceedings
1992;24:2034-2037.

23- Nguyen NX, Seitz B, Langenbucher A, Wenkel H, Curisiefen C. Clinical aspects
and treatment of immune reaction following penetrating normal-risk keratoplasty.
Klin Monat sbl Augenheilkol 2004 Jan 221 (6): 467-72.

24- Aiken- O'Neil P, Mannis MJ. Summary of corneal transplantation activity: eye
bank Association of America. Cornea 2002; 21 :1-3.

25- Niederkorn JY: Immunology and immunomodulation of corneal transplantation.
Int Rev Immunol 2002 Mar- Jun 21 (2-3): 173-96.

26- Vail A, Gore SM, Bradly BA, Easty DL, Rogers GA, Armitage WJ. Conclusions
of the corneal transplant follow up study. Br J Ophthalmol 1997; 81: 631-636

27- Barraquer RI, Kargacin M. Prognostic factors in penetrating keratoplasty. In:
Draeger J, Winter R, Eds. New microsurgical concepts II: Cornea, Posterior Segment,
External Microsurgery. Basel, Karger; 1989: 165-171

28- Bradly BA. Rejection and recipient age; Transpl Immunol 2002 Aug 10 (2-3):
125-32.

29- Simon M, Fellnor P, El-shabrawi Y, Ardjomand N. Influence of donor storage
time on corneal allograft survival. Ophthalmology 2004 Aug, 111(8): 1534-8.

30- Yamagami S, Suzuki Y, Tsuni T. Risk factors for graft failure in penetrating

keratoplasty. Arch Ophthalmology Scand 1996;74: 584-588.



31- Reinhard T, Bohringer D, Enczmann J, Kogler G, Mayweg S, Wernet P,
Sundmacher R. Improvement of graft prognosis in penetrating normal-risk
keratoplasty by HLA class 1 and 2 matching. Eye 2004 Mar, 18 (3); 231-2.

32- Donshik PC, Covanaugh DH, Boruchoff SA, Dohlman C. Effect of bilateral and
unilateral graft on the incidence of rejections in keratoconus. Am J Ophthalmol 1979;
87: 823-826.;

33- Williams KA, Roder D, Esterman A. Factors predictive of corneal graft survival;
report from the Australian Corneal Graft Registry. Ophthalmology 1992; 99:403- 414
34- Van Rooij J, Rijenveld WJ, Remeijer L, Volker —Dieben HJ, Eggink CA, Geeards
AJ, Mulder PG, Doornenbal P, Beekhius WH. Effect of oral acyclovir after
penetrating keratoplasty for herpetic keratitis, a placebo-controlled multicenter trial.
Ophthalmology 2003 Oct; 110(10): 1916-9.

35- Naache HG, Borderie VM, Bourie VM. Outcome of corneal transplantation

rejection. Cornea 2001, 20: 350-353



Table 1: Risk Factorsfor Graft Reection

- Relative Graft Corneal Failurerate
Risk factor frequency rejection (%) P value transggarency _ du_eto P value
(%) (%) rejection (%)
Age <40 yrs 62 28.4 0.095
> 40 yrs 38 37.8

Corneal vascularization

mild 6.1 38.9 0.015 77.8

moderate 9.8 48.3 62.1 13.8 <0.001

severe 13.2 38.5 30.8

without 70.9 2738 78.9 4.8
Number of grafts

regraft 12.5 48.6 0.025 47 18.8 <0.001
primary graft 87.5 29.5 73.8 4.6

Graft in second eye 17.5 27.5 0.035 98 <0.001
Unilateral graft 82.5 32.8 65.2 7.4
Size of donor cornea

< 8mm 29.8 30.5 0.3 73.7 6.3 0.11

= 8mm 67.9 29.8 69.5 6

Iridocorneal adhesion 6.5 64.7 <0.001 44.1 49.2 0.005
Irritating suture 7.8 78.3 <0.001
Active intraocular inflammation 10.1 36.7 0.035 30 20 <0.001
Secondary intraocular surgery 10.2 50 0.025 57.1
Eccentric graft 3.1 66.7 0.038
Primary trauma 3.7 63.6 0.02 28.6 14.3 <0.001
Uncontrolled intraocular pressure 5.1 60 0.02 15.4 7.7 0.1
History of graft rejection 4.4 69.2 0.002 29.2 15.4 0.001
Ulcer in corneal graft 1.7 40 0.021 60 20 0.001
Recurrence of herpes simplex 3.1 66.7 0.021 - - -




