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ETDRS Scale

TABLE A5-1 CLASSIFICATION OF DIABETIC RETINOPATHY IN THE EARLY TREATMENT OF DIABETIC RETINOPATHY STUDY

Disease Severity Level

Findings Observable upon Dilated Ophthalmoscopy

Mild nonproliferative refinopathy

At least one microaneurysm, and definition not met for moderate nonproliferative
retinopathy, severe nonproliferative refinopathy, early proliferative retinopathy, or
high-risk proliferative refinopathy (see below)

Moderate nonproliferative retinopathy

Hemorrhages and/or microaneurysms 2 standard photograph 2A*; andlor soft
exudates, venous beading, or intraretinal microvascular abnormalities definitely
present; and definition not met for severe nonproliferative retinopathy, early
proliferative retinopathy, or high-risk proliferative refinopathy (see below)

Severe nonproliferative refinopathy

Soft exudates, venous beading, and intrarefinal microvascular abnormalities all
definitely present in at least two of fields four through seven; or two of the
preoedng three lesions present in at least two of fields four through seven and
ges and mic ysms present in these four fields, equaling or

excee&ng standard photo 2A in at least one of them; or intraretinal microvascular
abnomalities present in each of fields four through seven and equaling or
exceeding standard photograph 8A in at least two of them; and definition not met
for early proliferative retinopathy or high-risk proliferative retinopathy (see below)

Early proliferative retinopathy (i.e., proliferative
refinopathy without Diabetic Refinopathy Study
high-risk characteristics)

New vessels; and definition not met for high-risk proliferative retinopathy (see
below)

High-risk proliferative retinopathy (proliferative
retinopathy with Diabetic Retinopathy Study
high-risk characteristics)

New vessels on or within one disc diameter of the opfic disc (NVD) 2 standard
photograph 10A* (about one-quarter to one-third disc area), with or without
viﬁeousorprefeli\alhenmrhage or vitreous and/or preretinal hemorrhage
acc ied by new , either NVD < standard photograph 10A or new
v%selselsewhere (NVE) = one-quarter disc area

* Early Treatment Diabetic Retinopathy Study Research Group. Grading diabetic retinopathy from stereoscopic color fundus photographs—an
extension of the modified Airlie House dassification. ETDRS report number 10. Ophthalmology 1991,98:786-806.

Adapted from the Early Treatment Diabetic Retinopathy Study Research Group. Early Treatment Diabetic Retinopathy Study design and baseline

patient characteristics. ETDRS report number 7. Ophthalmology 1991;98:742.

TABLE A5-2 DiaBETIC MACULAR EDEMA DISEASE DEFINITIONS IN THE EARLY TREATMENT OF DIABETIC RETINOPATHY STUDY

Disease Severity Level Findings Observable upon Dilated Ophthalmoscopy
Diabetic macular edema apparently absent No apparent retinal thickening or hard exudates in posterior pole
Diabetic macular edema apparently present Thickening of refina within one disc diameter of the center of the macula; and/or

hard exudates 2 standard photograph 3" in a standard 30° photographic field
centered on the macula (field 2), with some hard exudates within one disc diameter
of the center of the macula

Clinically significant macular edema

Retinal thickening at or within 500 um of the center of the macula; and/or hard
exudates at or within 500 um of the center of the macula, if assodiated with
thickening of the adjacent refina; and/or a zone or zones of retinal thickening one
disc area in size at least part of which was within one disc diameter of the center

* Early Treatment Diabetic Retinopathy Study Research Group. Grading diabetic retinopathy from stereoscopic color fundus photographs—an
extension of the modified Airlie House dassification. ETDRS report number 10. Ophthalmology 1991,98:786-806.

Adapted from the Early Treatment Diabetic Retinopathy Study Research Group. Early Treatment Diabetic Retinopathy Study design and baseline

patient characteristics. ETDRS report number 7. Ophthalmology 1991;98:742.
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2. Guidelines International Network (G-1-N)

3. National Institute for Clinical Excellence (NICE)

4. Scottish Intercollegiate Guidelines Network (SIGN)
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Critical | SCORE

The health question(s) coverad bil the guideline is (are) specifically described. v

There is an explicit link between the recommendations and the supporting evidence v

The overall objective(s) of the guideline is (are) specifically described.

The population (patients, public, etc.) to whom the guideline is meant to apply is
specifically described.

The guideline development group includes individuals from all relevant professional 5
groups.

The views and preferences of the target population (patients, public, etc.) have been 3
sought.

The target users of the guideline are clearly defined. 6

Systematic methods were used to search for evidence. B 10

The criteria for selecting the evidence are clearly described.

The strengths and limitations of the body of evidence are clearly described.

The methods for formulating the recommendations are clearly described.

Sl B0l w

The health benefits, side effects, and risks have been considered in formulating the
recommendations.

The guideline has been externally reviewed by experts prior to its publication.

A procedure for updating the guideline is provided.

The recommendations are specific and unambiguous.

|l =uv

The different options for management of the condition or health issue are clearly
presented.

-

Key recommendations are easily identifiable.

The guideline describes facilitators and barriers to its application. 7

The guideline provides advice and/or tools on how the recommendations can be put into
practice.

The potential resource implications of applying the recommendations have been 8
considered.

The guideline presents monitoring and/or auditing criteria.

The views of the funding body have not influenced the content of the guideline.

Competing interests of guideline development group members have been recorded and
addressed.
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Meta-analysis (MA)
Level I Systematic Reviews (SR)
Randomized clinical trials (RCTSs)

Randomization ¢ s~ Controlled study <L J8las
Well-designed cohort study b
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Cross sectional study & s
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I SR, RCT

I CT, Cohort

i Case Control, Cross sectional, Case series
v Opinion

Etiology/ Harm (Risk factor)

I RCT, Cohort

I Case Control

i Description Studies, Survey

v Opinion
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Meta-analysis (MA)

Level I Systematic Reviews (SR)
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AC: Anterior chamber

CPG: Clinical practice guideline

CSME: Clinically significant macular oedema (oedema abbreviated as ‘E’ as in U.S.
literature)

DALY: Disability-adjusted life year

DME: Diabetic macular oedema (oedema abbreviated as ‘E’ as in U.S. literature)
DR: Diabetic retinopathy

DRS: Diabetic Retinopathy Study

ETDRS: Early Treatment Diabetic Retinopathy Study

FA: Fluorescein angiography

HbA1C: Haemoglobin A1C (glycosylated haemoglobin)

ILM: Interpial limiting membrane

I-RMA_; IntraRetinal microvascular abnormalities
/MF: Mygcardial ‘infarction
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MPC: Macular photocoagulation

NPDR: Non-proliferative diabetic retinopathy
NVD: New vessels on the (optic) disc

NVG: Neovascular glaucoma

OCT: Optical coherence tomography

PDR: Proliferative diabetic retinopathy

PI: Peripheral iridotomy

PICO: Patient (Population), Intervention, Comparision, Outcome
RD: Retinal detachment

PRP: Panretinal photocoagulation

VEGF: Vascular endothelial growth factor
YAG: Yttrium aluminium garnet
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Table 1. National Screening Committee grading criteria - minimum data set”

Level RO - None Severity Definition

Level R1 - Background 10 DRabsent  All DR features absent

* Microaneurysmis) 20 MA only MA(s) only, other lesions absent

S TS PISIONDN & S ek 35 MildNPDR  MA plus retinal haemorrhage(s), HEs, or OWSs
Level R2 - Pre-proliferative 43 Moderate  Lesions as above and either extensive or severe
* Venous beading NPDR HMAs or IRMAs present

« Venous loop or redupiication 0 ; ;

« Intrarstinal microvascular abnormaility (IRMA) 47 Moderately  Lesions of level 35 and either extensive or

* Muitipie deep, round or biot haemorrhages severe NPDR  severe HMAs with IRMAs or venous beading
Oolon wook Apots (CIVR) = CIERE saerch Kr Shove Sesk¥en 53 Severe NPDR  Extensive and severe HMAs, IRM As or, venous
Level R3 - Proliferative bemding s bt
-::mmmcm 61,65, PDR NVD or NVE, or both, without or with

- m mm . -

Z = (NVE) 71,75 81 complications

Clinically significant macular oedema (CSME) was graded according to the criteria

(MO - nil present, M1 - maculopathy) in the DIRECT Programme—ie, 0=no evidence of CSME; 1=questionable presence
* Exudate within 1 disc dlameter (DD) of the centre of the fovea of CSME; 2=non-CSME but macular thickening: 3=definite CSME due to retinal
« Circinate or group of éxudates within the macula thickening of at least one disc area, any part of which lies within one disc diameter
* Ratinal thickening within 100 of the centre of the fovea (I stereo avallable) from the fovea; and 4=definite CSME due to thickening or hard exudates less than

 Any microaneurysm of haemorrhage within 10D of the centre of the fovea

only If associated with a best visual acully of <6/12 (If no stereo) 500 pm from the fovea. CWSs=cotton-wool spots. DR=diabetic retinopathy.

HEs=hard exudates. HM As=haemorrhages and microaneurysm.

Photocoagultation (P) IRM As=intraretinal microvascular abnormalities. MA=microaneurysms.
» Focal/grid to macula NPDR=non-proliferative diabetic retinopathy. NVD=new vessels on the optic disc.
* Poripharal scatter NVE=new vessels elsewhere. PDR=proliferative diabetic retinopathy.
:"“""""’"M Table 1: Severity and lesions defining level on the Early Treatment

9 Diabetic Retinopathy Study scale used for the Dlabetic REtinopathy
These are core data which can be expanded 10 meet local chnical and eSearch Needs. Candesartan Trials (DIRECT) Programme
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ituati ; = JL SRS Sl
Situation Usually Occasionally No . jb \F
)
To guide treatment of CSME . N }SLA ¢ N N ng,
To evaluate unexplained visual loss * 3 Jg ,,~T
Slrey

To identify suspected but clinically obscure retinal neavascularization . (CSME)

To screen a patient with no or minimal diabetic retinopathy . .

CSME = clinically significant macular edema
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Table 1. National Screening Committee grading criteria — minimum data set”

Level RO - None

Level R1 - Background
+ Microaneurysm(s)
» Retinal haemorrhage(s) + any exudate

Level R2 - Pre-proliferative

+ Venous beading

» Venous loop or reduplication

+ Intraretinal microvascular abnormality (IRMA)

» Multiple deep, round or blot haesmorrhages

Cotton wool spots (CWS) - careful search for above features)

Level R3 - Proliferative

» New vessels on disc (NVD)

* New vessels elsewhere (NVE)

+ Pre-retinal or vitreous haemorrhage

» Pre-retinal fibrosis + tractional retinal detachment

Maculopathy (MO - nil present, M1 - maculopathy)

+ Exudate within 1 disc diameter (DD) of the centre of the fovea

» Circinate or group of exudates within the macula

+ Retinal thickening within 1DD of the centre of the fovea (if stereo available)

* Any microaneurysm or haemorrhage within 1DD of the centre of the fovea
only if associated with a best visual acuity of =<6/12 (if no stereo)

Photocoagulation (P)
+ Focal/grid to macula
» Peripheral scatter

Unclassifiable (U)
* Ungradable/unobtainable

These are core data which can be expandad to meet local clinical and research needs.
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Severity Definition

10 DR absent  All DR features absent

20 MA only MA(s) only, other lesicns absent

35 Mild NPDR MA plus retinal haemorrhage(s), HEs, or CWSs

43 Moderate Lesions as above and either extensive or severe
NPDR HMAs or IRMAs present

47 Moderately  Lesions of level 35 and either extensive or
severe NPDR  severe HMAs with IRMAs or venous beading

L3 Severe NPOR  Extensive and severe HMAs, IRM As or, venous

beading, or both
61, 65, FDR MV D or NVE, or both, without orwith
71,75 81 complications

Clinically significant macular oedema (CSME) was graded according to the criteria
in the DIRECT Programme—ig, O=no evidence of CSME; 1=questionable presence
of CSME; 2=non-CSME but macular thickening; 3=definite CSME due to retinal
thickening of at least one disc area, any part of which lies within one disc diameter
from the fovea; and 4=definite CSME due to thickening or hard exudates less than
500 pm from the fovea. OWSs=cotton-wool spots. DR=diabetic retinopathy.
HEs=hard exudates. HM As=haemaorrhages and microaneurysm.

IRM As=intraretinal microvascular abnormmalities. M A=microaneurysms.
NPDR=non-proliferative diabetic retinopathy. NVD=new vessels on the optic disc.
NVE=new vessels elsewhere. PDR=proliferative diabetic retinopathy.

Table 1: Severity and lesions defining level on the Early Treatment

Diabetic Retinopathy Study scale used for the Dlabetic REtinopathy
Candesartan Trials (DIRECT) Programme

Reference: National Screening Committee.Preservation of sight in
diabetes; a risk reduction programme. 2000.
http://www.diabeticretinopathyscreening.nhs.uk



Figure 2: Treatment decision tree of DME based on Center-Involvement and Vision
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WA 20/40 or worse
NO (indicative of DME)?
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Focal Laser treatment *Treatmentfmlure*

DME=diabetic macular edema
VA=visuzal acuity

Anti-VEGF treatment
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*Early Treatment Diabetic Retinopathy Study Research
Group. Grading diabetic retinopathy from stereoscopic
color fundus photographs—an extension of the modified
Airlie House classifi cation. ETDRS report number 10.
Ophthalmology 1991; 98: 786-806.

**Early Treatment Diabetic Retinopathy Study Research
Group. Fundus photographic risk factors for progression of
diabetic retinopathy. ETDRS report number 12.
Ophthalmology 1991; 98: 823-33.



Figure 4: Antl-VEGF treatment decdsion trea based on the DRCR nat re-treatment and
follow-up schadule
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In the: DRCR nat shudy, 4-woak, not 1-month, interals wane usad.

b Tha DRECE net shudy required 4 injecticns of Intravitraal ranibirumab avary 4 waoks innlally;
It k= nat known whathor 2 difiorent nombar of Injecti ons Inttally would hee worked a5 well.
DRCRnat alsa requined 2 addittonal Injections & maonths 5 and & f edema perssted and
success had not baen mat, awen in the sbsonca of Impeocyomant

¢ Belevant detals from the DRCR.mat study: 1) DRCR. et "Improvement” on Zaiss Stratus
DT = 10% dacrease in cantral subficld thickness: 7) Even f no konger impecwing on OCT,
Injections continued f VA " mprovemant ™ (unbocs &' or batted; 3 V& impeosomant dafined
as 5 or moee lettes Increase an Electronic ETDRE Visual Souty Test.

d Intha DRCR.nat study If focaligrid lases was defored at bascline, it was added at or after
M waeks If edema still presemt and OCT cantral suitheld and vision no longer Imgnowng.

2. [Inthe DRCH net shudy, all patiants remeivwed at least 4 Injections 4 weeks apart. The dadsion
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better than &% or OCT central sublield < 2530 prm. Starting 2t 24 waeks, ro-Injection waes slso
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VEGF=wascular endathelial growth factor
DME =diabetic maoular edama
Wh=wisiazl aculty
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