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Abstract

Purpose—To report the incidence of cataract development by 6 months’ corrected age in
preterm children who participated in the Early Treatment for Retinopathy of Prematurity (ETROP)
study.

Methods—Infants who developed prethreshold ROP in one or both eyes and were determined by
the RM-ROP2 model to have a high risk of poor structural outcome without treatment were
randomized to receive early treatment (ET), defined as laser photocoagulation at high-risk
prethreshold ROP, or to be conventionally managed (CM), receiving treatment only if threshold
ROP developed. Data on eyes developing a cataract by 6 months’ corrected age was analyzed.

Results—Of 401 randomized infants, 366 survived patients were followed, and 8 eyes of 7
patients (1.9%) developed cataracts by 6 months’ corrected age. Among these patients, mean birth
weight was 754 g, and mean gestational age was 25.7 weeks. Mean gestational age at treatment
was 36.3 weeks for ET patients and 39.5 weeks for CM patients. Three ET eyes and 5 CM eyes
developed a cataract. Of the CM eyes, 3 with and 2 without laser treatment developed a cataract.
All 6 treated eyes had plus disease when treated. Three eyes had ROP in zone 1, whereas the other
3 had ROP in zone 2. All eyes were treated using a diode laser.

Conclusions—By 6 months’ corrected age, a small number of both ET and CM eyes developed
cataracts following diode laser treatment for retinopathy of prematurity. Absence of obvious
intraoperative complications does not preclude subsequent cataract development, which can occur
without laser treatment.
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Whereas cataracts have been a well-recognized complication of stage 4 or 5 retinopathy of
prematurity (ROP), the incidence of cataract development following treatment at earlier
stages has not been firmly established.1-2 Cataracts were not observed as a complication of
treatment in the CRYO-ROP study.3-> As cryotherapy for ROP became the standard of care,
numerous immediate ocular complications were documented, but cataract development was
not among them.8 By the early 1990s, cryotherapy was mostly replaced by transpupillary
laser photocoagulation, which was considered safer and less stressful to the infant. However,
a large randomized study comparing the safety and efficacy of laser treatment to cryotherapy
was never performed, and the true incidence of cataract development following laser
treatment is unknown. The purpose of this study is to report the incidence of cataract
development in patients up to 6 months’ corrected age following randomized treatment in
the ETROP trial.

Subjects and Methods

Results

Infants with birth weights <1,250 g born between October 1, 2000, and September 30, 2002,
were screened at 26 participating centers. The ETROP study protocol was reviewed and
approved by the institutional review boards of all centers in accordance with the US Health
Insurance Portability and Accountability Act. The parents or legal guardians of infants who
developed high-risk prethreshold ROP as determined by the RM-ROP2 model” provided
consent for the randomized trial. If both of the patient’s eyes were high risk, one eye was
randomized to early treatment (ET), and the other eye was managed conventionally (CM)
and treated if it reached threshold by standards established by the Cryotherapy for
Retinopathy of Prematurity (CRYO-ROP) Cooperative Group.? If only one eye was at high
risk, it was randomly assigned to early treatment or conventional management. The details
of the randomization process have been published elsewhere.8 Patients receiving treatment
were examined within 10 days of surgery. Structural outcome, including a dilated fundus
examination, was documented at 6 months’ corrected age by study-certified examiners. For
eyes that developed a cataract, ROP characteristics, operative details, and ocular
complications at the time of laser treatment as well as any complications occurring within 10
days of surgery were documented.

Of 401 infants randomized into the study, 366 survived patients were followed. Of these,
290 subjects had 2 study eyes, yielding a total of 656 study eyes. Of these, 330 were
assigned to the ET group, and 326 were assigned to the CM group, two-thirds of whom
received treatment at threshold. In 7 patients (4 males), 8 eyes (1.9%) developed a cataract
by 6 months’ corrected age. With the exception of one African American patient who was
conventionally managed and did not receive treatment, all other patients were white. For
patients who developed a cataract, the mean birth weight was 754 g (range, 614-1020 g),
and the mean gestational age was 25 weeks, 5 days (range, 23-27 weeks). Three ET eyes and
5 CM eyes developed a cataract. Of the CM eyes, 3 that received laser treatment and 2
without laser treatment developed a cataract. The mean gestational age at the time of
treatment for ET patients who developed a cataract was 36.3 weeks, whereas that for CM
patients was 39.5 weeks. Of the 6 eyes that developed cataracts following laser treatment
(both ET and CM), 3 had ROP in zone 1 and the other 3 had ROP in zone 2 at the time of
treatment. All eyes were documented to have plus disease at the time of treatment. Four eyes
developing a cataract after laser treatment had persistent pupillary vessels at the time of
treatment, and the other 2 did not. In a patient who developed bilateral cataracts, persistent
pupillary vessels were noted at the time of laser treatment in the CM eye receiving
treatment, but they were not present in the ET eye. A diode laser was used in each eye
receiving treatment. A 20 D condensing lens was used in 3 treated eyes that developed a
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cataract; a 30 D lens was used in 2 treated eyes; a 28 D lens was used in the remaining
treated eye. The total number of laser applications for each eye is listed in Table 1. No
complications at the time of treatment, including conjunctival or subconjunctival hematoma,
conjunctival laceration, hyphema, hemorrhage (retinal, preretinal, or vitreous), central
retinal artery occlusion, or inadvertent burn or freeze to an area outside of the target zone
was reported in any treated eye which developed a cataract. By 10 days postoperatively, 3
eyes were reported to have complications. One eye developed a hyphema; another eye
developed a retinal, preretinal, or vitreous hemorrhage. Only 1 treated eye was reported as
having developed a cataract within 10 days of treatment. The type of cataracts that
developed and associated ocular findings are reported in Table 1.

Discussion

The incidence of cataract development following ROP treatment is not well established and
may be underreported. Recognizing this, in 1995 Gold10 surveyed members of the American
Association for Pediatric Ophthalmology and Strabismus (AAPOS) regarding their method
of ROP treatment and whether cataracts had occurred in their individual series. A total of 34
visually significant cataracts were reported as complications of ROP treatment, 22
associated with argon laser therapy and 9 with diode laser; cryotherapy was associated with
3 visually significant cataracts. Of ophthalmologists surveyed, 71% were treating ROP with
laser rather than cryotherapy, and nearly twice as many respondents used diode laser than
argon laser therapy. A similar survey of ROP treatment in the United Kingdom was
performed in 2004. No cataracts were reported using diode or argon laser, while 2 cataracts
were reported using the FD-YAG laser. Of 30 respondents treating ROP, 19 used diode
laser, 11 used argon laser, and 3 used FD-YAG laser.11

Since cataract formation poses a significant threat to visual development in an infant,
knowledge of its incidence may play an important role in framing the discussion of risks and
benefits of ROP treatment. Since laser photocoagulation became the favored treatment for
ROP, several small studies have reported no significant cataract formation.12-1> Other case
reports suggested a risk of cataract formation with laser photocoagulation in the treatment of
ROP. Drack and colleagues!® were the first to describe transient punctate lenticular opacities
as a complication of argon laser photocoagulation in an infant with ROP, suggesting that the
lens changes seen were a result of heat transferred from laser energy absorbed by vessels on
the lens capsule. Pogrebniak and colleagues!’ reported a dense, mature cataract after an
infant with ROP was treated with an argon laser and proposed that treatment had ruptured
the lens capsule.

Christiansen and Bradford8 reviewed 100 consecutive eyes receiving argon laser
photocoagulation for threshold ROP and found that 6 eyes (6%) developed complete lens
opacification. The eyes were noted to have prominent tunica vessels at the time of treatment.
No lens opacities or iris or corneal burns were noted in any eye either during laser
application or immediately postoperatively. After treatment, the eyes developed hyphema,
shallowing of the anterior chamber, corneal edema, and progressive lens opacification.
Additionally, posterior synechiae, iris stromal atrophy, and pigment epithelial atrophy were
noted in each affected eye, usually at the time the cataract was diagnosed. No statistically
significant relation was found between development of cataract and the number of burns,
zone, or clock hours of extraretinal proliferation, birth weight, gestational age, or age at
treatment. O’Neil and colleagues?® reported a cataract incidence of 1% in a group of 374
eyes with threshold ROP treated with argon laser. Each of the 4 eyes that developed
cataracts subsequently developed microphthalmos. While persistent tunica vessels were
noted in 41% of infants, they were seen in all patients in whom a cataract developed.
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The diode laser, which emits radiation at 810 nm and has minimal absorption by
hemoglobin, has been suggested as a safer choice compared with other laser wave
lengths.18:20 However, cataracts have also been reported using the diode laser. Capone and
Drack?0 reported transient clear cavitary lens changes after diode laser treatment for ROP
occurring during the procedure itself. Campolattaro and Lueder?! were the first to report a
dense, mature cataract using a diode laser and suggested that it developed primarily as a
result of uveal effusion, noting that uveal effusion after panretinal photocoagulation in adults
is thought to result from choroidal inflammation and that thermal injury to the choroid in
animals22 has been shown to be greater with diode than with argon laser. Christiansen and
Bradford?3 also reported a patient treated with diode laser that developed bilateral cataracts
following treatment: B-scan ultrasonography failed to demonstrate any evidence of uveal
effusion, but signs of anterior segment ischemia were noted. Paysee and colleagues?*
reported the incidence of acquired cataract after diode laser photocoagulation for threshold
ROP. Of 293 eyes, 1 (0.003%) developed small, nonprogressive peripheral cortical
lenticular opacities, which were noted shortly after treatment. This low incidence and the
absence of visually significant cataracts in their cohort suggested an advantage of diode over
argon laser, but the results are not definitive. More recently, Kieselbach and colleagues?®
reported 1 of 37 (3%) eyes treated with diode laser developing cataract requiring extraction.

In the ETROP study, 6 of the 8 eyes that developed cataracts before 6 months of age
received laser treatment, all with the diode laser but using different condensing lenses and
number of burn spots. Only 1 of these eyes was reported as developing a cataract within 10
days of treatment. In this particular case, no other complication during the treatment such as
inadvertent burn or postoperative complication, such as hyphema or vitreous hemorrhage
was reported, so the mechanism of cataract formation remains unclear. While only white
infants developed cataracts following treatment, no other demographic information such as
sex, birth weight, or age at treatment were identified as independent risk factors.

Several case series of cataracts following ROP treatment have contributed to our
understanding of associated ocular findings supportive of an anterior segment ischemia
etiology.26-28 Simons and colleagues26 reported a case of bilateral cataracts following diode
laser treatment in eyes without obvious preexisting abnormalities (eg, persistent tunica
vasculosa lentis, dilated iris vessels, or poor dilation) with associated ciliary flush, bilateral
hyphemas, normal intraocular pressure, and B-scan ultrasonography revealing choroidal
thickening. Lambert and colleagues?” reported 10 eyes with cataracts, half treated with
diode laser and half with argon laser. The clinical findings were most consistent with
anterior segment ischemia, citing similarities noted by Freeman and colleagues in a rabbit
model.2% Nine of the 10 eyes progressed to phthisis bulbi with no light perception. Kaiser
and Trese?8 reported 8 eyes developing cataract as a complication following diode laser
photocoagulation (7) or cryotherapy (1) and proposed a possible mechanism for developing
anterior segment ischemia: a combination of impairment of blood flow in the long posterior
ciliary arteries via scleral depression and simultaneous confluent tissue ablation.

In the 6 eyes that developed cataracts following laser treatment in the ETROP study by 6
months’ corrected age, there was some evidence that anterior segment ischemia may have
caused cataract development. By 6 months’ corrected age, 1 eye showed corneal
opacification, 1 eye was found to have iris atrophy, 2 eyes had shallow anterior chambers,
and 3 eyes had evidence of iris synechiae. At time of treatment, 4 of 6 eyes had persistent
pupillary vessels, and all eyes had plus disease, suggesting that the presence of these
findings may be associated with cataract development. The mechanism by which the
presence of pupillary vessels or plus disease may be related to postoperative anterior
segment ischemia is unclear.
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Since publication of the ETROP study results, ophthalmologists are no longer waiting until
threshold ROP develops to offer treatment. Recently Salgado and colleagues3® suggested
that infants treated with laser at a younger postmenstrual age may be more susceptible to
postoperative anterior segment complications. They reported on 259 eyes of 184 patients
treated with diode laser for ROP between 1995 and 2007, with 120 eyes treated at
pretheshold and 139 eyes treated at threshold. Thirteen (10.8%) eyes treated at prethreshold
were found to have an anterior segment complication after laser treatment compared to none
of the eyes treated at threshold ROP. All 13 eyes had hyphema, and 3 of these eyes (2.5%)
also had cataracts. Two eyes with dense cataracts requiring extraction were suspected of
anterior segment ischemia because of the subsequent appearance of iris atrophy, hypotony,
and minimal growth of the eyes. In contrast, our experience suggests that earlier treatment is
not associated with an increased incidence of cataract development because of the 6 eyes
developing cataracts following laser treatment, 3 had been treated early and 3 had been
conventionally managed.

In a recently published report regarding the efficacy of intravitreal bevacizumab for stage 3+
retinopathy of prematurity, Mintz-Hittner and colleagues! randomly assigned patients to
undergo intravitreal bevacizumab monotherapy or conventional laser therapy. Of 73 patients
receiving conventional laser therapy, 3 (4.1%) developed lens opacities requiring cataract
removal. Each of these patients has posterior zone 2 ROP. The type of laser used was not
described. Our overall incidence of cataract development may be slightly underestimated.
Despite excellent follow-up for a study of this size, cataract development in those patients
who were lost to follow-up cannot be ruled out. Additionally, the ETROP study was not
designed to determine the incidence of cataract development, and subjects in this study
represent a select group of high-risk patients not representative of the general population.

While our findings suggest that cataract development must be considered a very real and
potentially devastating visual complication followinglaser photocoagulation for treatment of
ROP, 2 of our patients developed cataracts without treatment. This suggests that cataract
development following laser treatment of ROP cannot always be attributed to the treatment.
Lastly, even in the absence of complications at time of laser treatment or lack of immediate
postoperative cataract changes, the risk of cataract development remains, and close follow-
up is warranted to at least 6-month corrected age and likely beyond.

Supplementary Material

Refer to Web version on PubMed Central for supplementary material.

Acknowledgments

Supported by cooperative agreements 5UL0EY 12471 and 5U10EY 12472 with the National Eye Institute of the
National Institutes of Health, US Department of Health and Human Services, Bethesda, Maryland.

References

1. Repka MX, Summers CG, Palmer EA, et al. Cryotherapy for Retinopathy of Prematurity
Cooperative Group. The incidence of ophthalmologic interventions in children with birth weights
less than 1251 grams: Results through 5% years. Ophthalmology. 1998; 105:1621-7. [PubMed:
9754167]

2. Cryotherapy for Retinopathy of Prematurity Cooperative Group. Multicenter trial of cryotherapy for
retinopathy of prematurity. Snellen visual acuity and structural outcome at 5 1/2 years after
randomization. Arch Ophthalmol. 1996; 114:417-24. [PubMed: 8602778]

JAAPOS. Author manuscript; available in PMC 2014 February 01.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Davitt et al.

10

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

Page 6

. Cryotherapy for Retinopathy of Prematurity Cooperative Group. Multicenter trial of cryotherapy for

retinopathy of prematurity: Preliminary results. Arch Ophthalmol. 1988; 106:471-79. [PubMed:
2895630]

. Cryotherapy for Retinopathy of Prematurity Cooperative Group. Multicenter trial of cryotherapy for

retinopathy of prematurity: Three-month outcome. Arch Ophthalmol. 1990; 108:195-204.
[PubMed: 2405827]

. Cryotherapy for Retinopathy of Prematurity Cooperative Group. Multicenter trail of cryotherapy for

retinopathy of prematurity: One-year outcome-structure and function. Arch Ophthalmol. 1990;
108:1408-16. [PubMed: 2222274]

. Trese MT, Shokoohi FK. Immediate complications of cryotherapy in children. Retina. 1990; 10:159.

[PubMed: 2402558]

. Hardy RJ, Palmer EA, Dobson V, et al. Cryotherapy for Retinopathy of Prematurity Cooperative

Group. Risk analysis of prethreshold retinopathy of prematurity. Arch Ophthalmol. 2003;
121:1697-701. [PubMed: 14662587]

. Early Treatment for Retinopathy of Prematurity Cooperative Group. Revised indications for the

treatment of retinopathy of prematurity: Results of the Early Treatment for Retinopathy of
Prematurity randomized trial. Arch Ophthalmol. 2003; 121:1684-96. [PubMed: 14662586]

. Early Treatment for Retinopathy of Prematurity Cooperative Group. Multicenter trial of early

treatment for retinopathy of prematurity: Study design. Control Clin Trials. 2004; 25:311-25.
[PubMed: 15157731]

. Gold RS. Cataracts associated with treatment for retinopathy of prematurity. J Pediatr Ophthalmol
Strabismus. 1997; 34:123-4. [PubMed: 9083960]

Cuthbertson F, Newsom R. UK retinopathy of prematurity treatment survey. Eye. 2007; 21:156-7.
[PubMed: 16440020]

Iverson DA, Trese MT, Orgel IK, Williams GA. Laser photocoagulation for threshold retinopathy
of prematurity. (Letter) Arch Ophthalmol. 1991; 109:1342-3.

Seiberth V, Linderkamp O, Vardarli I, Knorz MC, Liesenhoff H. Diode laser photocoagulation for
threshold retinopathy of prematurity in eyes with tunica vasculosa lentis. Am J Ophthalmol. 1995;
119:748-51. [PubMed: 7785689]

DeJonge MH, Ferrone PJ, Trese MT. Diode laser ablation for threshold retinopathy of prematurity.
Arch Ophthalmol. 2000; 118:365—7. [PubMed: 10721959]

Ng EYJ, Connolly BP, Arch McNamara J, Regillo CD, Vander JF, Tasman W. A comparison of
laser photocoagulation with cryotherapy for threshold retinopathy of prematurity at 10 years.
Ophthalmology. 2002; 109:928-35. [PubMed: 11986099]

Drack AV, Burke JP, Pulido JS, Keech RV. Transient punctuate lenticular opacities as a
complication of argon laser photoablation in an infant with retinopathy of prematurity. AmJ
Ophthalmol. 1992; 113:583. [PubMed: 1575234]

Pogrebniak AE, Bolling JP, Stewart MW. Argon laser-induced cataract in an infant with
retinopathy of prematurity. Am J Ophthalmol. 1994; 117:261-2. [PubMed: 8116758]
Christiansen SP, Bradford JD. Cataract in infants treated with argon laser photocoagulation for
threshold retinopathy of prematurity. Am J Ophthalmol. 1995; 119:175-80. [PubMed: 7832223]
O’Neil JW, Hutchinson AK, Saunders RA, Wilson ME. Acquired cataracts after argon laser
photocoagulation for retinopathy of prematurity. J AAPOS. 1998; 2:48-51. [PubMed: 10532367]
Capone A Jr, Drack AV. Transient lens changes after diode laser retinal photoablation for
retinopathy of prematurity. Am J Ophthalmol. 1994; 118:533-534. [PubMed: 7943140]
Campolattaro BN, Lueder GT. Cataract in infants treated with argon laser photocoagulation for
threshold retinopathy of prematurity. (Letter) Am J Ophthalmol. 1995; 120:264-6.

Benner JD, Huang M, Morse LS, Hjelmeland LM, Landers MB I1l. Comparison of
photocoagulation with the argon, krypton, and diode laser indirect ophthalmoscopes in rabbit eyes.
Ophthalmology. 1992; 99:154-63.

Christiansen SP, Bradford JD. Cataract following diode laser photoablation for retinopathy of
prematurity. Arch Ophthalmol. 1997; 115:275-6. [PubMed: 9046267]

JAAPOS. Author manuscript; available in PMC 2014 February 01.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Davitt et al.

24.

25.

26.

217.

28.

29.

30.

31.

Page 7

Paysse EA, Miller A, Brady McCreery KM, Coats DK. Acquired cataracts after diode laser
photocoagulation for threshold retinopathy of prematurity. Ophthalmology. 2002; 109:1662-5.
[PubMed: 12208714]

Kieselbach GF, Ramharter A, Baldissera I, Kralinger MT. Laser photocoagulation for retinopathy
of prematurity: Structural and functional outcome. Acta Ophthalmol Scand. 2006; 84:21-6.
[PubMed: 16445435]

Simons BD, Wilson MC, Hertle RW, Schaefer DB. Bilateral hyphemas and cataracts after diode
laser. J Pediatr Ophthalmol Strabismus. 1998; 35:185-7. [PubMed: 9627885]

Lambert SR, Capone A, Cingle KA, Drack AV. Cataract and phthisis bulbi after laser
photoablation for threshold retinopathy of prematurity. Am J Ophthalmol. 2000; 129:585-91.
[PubMed: 10844048]

Kaiser RS, Trese MT. Iris atrophy, cataracts, and hypotony following peripheral ablation for
threshold retinopathy of prematurity. Arch Ophthalmol. 2001; 119:615-17. [PubMed: 11296033]
Freeman HM, Hawkins WR, Schepens CL. Anterior segment necrosis. Arch Ophthalmol. 1966;
75:644-50. [PubMed: 5936369]

Salgado CM, Celik Y, VanderVeen DK. Anterior segment complications after diode laser
photocoagulation for prethreshold retinopathy of prematurity. Am J Ophthalmol. 2010; 150:6-9.
[PubMed: 20227677]

Mintz-Hittner HA, Kennedy KA, Chuang AZ. BEAT-ROP Cooperative Group. Efficacy of
intravitreal bevacizumab for stage 3+ retinopathy of prematurity. NEJM. 2011; 364:603-15.
[PubMed: 21323540]

JAAPOS. Author manuscript; available in PMC 2014 February 01.



Page 8

Davitt et al.

NIH-PA Author Manuscript

NIH-PA Author Manuscript

pIEN\V N 1UBSOY pIEN pIENV 1UBSY AIEN\V 1Udsald Aydoure suj

Juasald oNn Juasald Juasald | uasqy JIEN\v JIIEN\v Juasald aeIYI8uAS

|eWJION |eWION JeWION lewJioN | |ewioN | |ewioN | Mmojfeys | mojjeys Jaguieyd Jowisiue Jo yida@

Juasald JIVEN\v JIVEN\v esqy | ussqy JIIEN\v JIIEN\v JIVEN\V4 uoneaiyoedo [eauI0)

VX3 39V 31034400 SHLNOW9 1V

N N N N N 2N JUBWIYIEIBP Jeullal aAIrepnNX3

N N N N N N AJayle [eunlal [eAUad JO BINSO|D JUBISISIAd

N N N N N RIA auoz 1ebuey JO 3pPISINO eale 0] 8Z3al) J0 uing JusisApeu]

N N N A N N SnoaJlA ‘Jeunasaid ‘jeunal :abeyliowsH

N A N N N 29N 108JR1RD)

N N N N N N aqo6 JO UoNeIoLIdd

N N N N N N BLIBPA WOJS UBY) J3Y10 3INSSIy PI] pamo.ieu 1o sowjeyydous

N N N N N N sisoydold

N N N N N N 30UBQINISIP AN|BOW JenaQ

N N N N N A ewaydAH

N N N N N N eworewsy _m>_uoc:.—COUQ:m 10 _m>_Hoc3.—coO

N N N N N N £U01193)U1 [eulalxa anleIadoisod

(SAVAOT NIHLIM) INFWLVIHL 3314V SNOILVYIITdINOD 4V IND0

119 | 6€V/T8LT | L62/STTT | 9022 avee | (9)erze | uswieanal sueaw /31 (OYAD) suonedl|dde Jase| soquinu [ejo L

0¢ 0¢ (01 0¢ 8¢ 0¢ pasn sua

apoid apoid apoig apoid apoid apoid pasn sase]

N A N A A A s|assan Asejjidnd juaisisiad

A A A A A A Juswiyeal) 1e snid

4 4 T T Z T JusWIeal} Je sU0Z

L'Se 1'8€ 6'7E 7'6€ '8¢ Ty $9am ‘Jusuyeal) e aby

13 (Vo 13 Wwo | (W | (eu)wo 13 Wwo ((ou -Jou 10 1-payesn) IND ‘IND H) IND/L3

uaned awes INIFNLVILL LV

8 L 9 S 14 € z 1 aA3
abe pa123.1109 syluow 9 Aq Apnis 4OY L3 8y ul 1oeJeled e Buidojansp sak3

T 3lqel

NIH-PA Author Manuscript

JAAPOS. Author manuscript; available in PMC 2014 February 01.



Page 9

Davitt et al.

“JAYI0 = G ‘SIXE [eNsSIA UO JOU ‘[ed0) = ¢ ‘Jejnsdeaqns Jo1ialsod = € ‘|eaod = g Juediiubis Ajjensia = I,

"apelb 01 ajqeun ‘97 ‘sake parealy Ajies /7 ‘pareans IND (@D ‘pareanun IND ‘(ou)wo ‘seha pabeuew [eUOIIUBAUOD /D

A

48041 1088120

4

A3

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

JAAPOS. Author manuscript; available in PMC 2014 February 01.



