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This rapnrt containg the collective views of an International group
of experts convened by the UNDP/WORLD BANK/ WHO SPECIAL
PROGRAMME FOR RESEARCH AND TRAINING IN TROPICAL
DISEASES (TDR). it does mot necessmrily reflect the views of
TRR/AWHGO, in the intarests of rapid communication it has been
submitted to only minimal editorial revision. Moreover, any geo-
graphical designations used in the report do not imply the expres-
sion of any opinion whatsoever on the part of TOR or WHO
congerning the tegal status of any country, territory, city or area or
of its authorities concerning the delimitation of its frontiers or
boundaries.

Ce rapport exprime les vues coliectives d'un grioupe international
d'experts réuni par le PROGRAMME SPECIAL PNUD/BANOQUE
MONOIALE/OMS DE RECHERCHE ET DOE FURMATION
CONCERNANT LE: MALADIES TRQPICALES (TDR} U ne
représente pas nécessairemant les vues du TOR/OMS et, en vue
d’'une diffugion accélérde, il n'a pas été 1'objet d'une mise an farme
particulidrement soignée_ En outre, les noms géographiques utiiisés
dans le présent rapport n'impliquent, de Ja part du TOR ou da
I'OMS3, augune prise da pasitinn quant au statut juridique de tel ou
tel pays, territoire, ville ou zone, ou de ses auiorités, ni quant au
tracé de sey frontidres,
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1. PUR QF TNTORMAL CONSULTAT

An informal meeting was held at the Tuberculosis Research Centre, Madras on 10-
11 February 1992 under the jeint sponsorship of the Tuberculosis Research Centre,
(I.C.M.R.) and the Filariasis compenent of the Special Programme for Research and
Training in Tropical Diseases, (TDR), The participants included physicilans,
surgecns, epidemiologists, entomologists, parasitelogists, clinical pharmacologists,
public health plamners and members of the TDR Secretariat.

The objectives of the Informal Consulratien were:

1. To review the current methods of evaluating the morbldity in lymphatic
filariasis,
2. To evelve guidelines for evaluatien of ascute and chronic forms of the disease

which would be useful in large scale multi centric clinical trials.

3. To make appropriate recommendations for the use of these eriteris.

2. INTRODUCTION

Lymphatic filariasis is a major health problem in many parts of Asia-Pacific,
Africa and South America, There are over 700 million people at risk of develeping
the disease the world over. It is estimated that nearly 78 million people are
infected (mf positives or with clinical disease). The disease is commenly seen
amongst the poorxest of the poor and has a very low public health rating Iin the
priorities of most countries where it is prevalent,

Two recent initiatives have sought to diminiszh the misery caused by this
discorder. Firstly, the success of ilvermectin, a new antl-parasitic agent, which has
revolutionized the treatment of onchocerclasis and has been shown to be effective in
rapidly clearing the microfilaremia of lymphatic filariasis. The drug is undergoing
extensive testing in multi-centric clinical trials to compare its efficacy with the
standard drug diethylcarbamazine (DEC). The results obtained so far indicate that
the drug is a likely candidate to replace DEC in large scale control programmes. The
trials conducted go far have been on asymptomatic microfilaremics and efficacy was
assessed by measuring microfilaria levels. The next set of trials planned, seek to
asgess rhe relative efficacy of the two drugs in reducing morbidity.

The second initiative that has been taken is to promote research into the
secloeconomic aspects of lymphatie filarlasis. This initiative, it 1s hoped, will
help to quantify the social and economic burden to individuals, communities and
nations. Such quantification will help to unravel the "hidden losses" to communities
and also highlight the need to sccord a high prieority te lymphatic filariasis in the
health programmes of nations. In order to estimate the socioceconomic burden it is
planned to carry out studles in several endemic areas using common protocols and
methodologies. An important c¢onstituent of these planned studies is a cross
zectional assessment of morbidity. It is obvious that the determination of morbidicy
at all the centres should be dome usging uniform eriteria.
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Till date, elinicians and other health workers have utilized individual methods
of assessing morbidity based on their personal preferences and biases. Since no two
health workers used the same methods, the literature of lymphatic filariasis is
replete with a multitude of definitions, methods and equipment to quantify lymphatic
filariasis. Most of them lack precision and reproducibility while others are
cumbersome and clearly cannot be carried out under field conditions. In view of the
above there iz an urgency te standardize eriteria to assess and monitor tierbidizy.

CURRENT VAILABLE HODE FOR EVA 10N OF MORBIDITY

There are no satisfactory definitions of the acute and chronic forms of the
disease. Clinicians and health workers broadly agree that ecertain elinical
manifestations are seen sufficiently frequently to be labelled as various "syndromes"
in lymphatic filariagis.

3.1 Ac filarial s5e

This has until recently been synonymous with "filarial fever®. The etiology
of these acute episodes iz unelear. The presenting features include fever, headache,
nausea and vomlting accompanied by loecal disease. Local dissase usually involves
either the limbs, male genitalia or the female breast. Lecsal involvement can be
recognized by the presence of pain, tendernmess, local warmth, lymphangitis and
regional lymphadenitic,

Cuxrently available methods for evaluating these episodes rely heavily on the
detection of fever and monitoring 1ts course. In addition the presence of other
systemic signs and symptoms has been thought to be very characteristic of these
features. The accompanying lymphangitis and lymphadenitis have net been accorded
sufficient importance.

The assessment of male genital disease has been complicated by attempts to
identify the precise anstomical lecation of inflammation and ¢las=ify discase
accordingly,

3.2 Chronic f ial dise

Lymphoedema of the limbs iz the commonest form of chronic disease. Several
classifications have been propesed to grade lymphoedema and there is no universally
followed system of classification. Some of them are based on the rathological stage
of the disease while others rely on anatomical changes that have oceurred.
Similarly, a number of methods have baen used to measure the size and the volume of
the limbs. These include simple measurements of eircumference at the point of
greatest swelling, measurements at many points over both limbs and finally volume
weasurements (based either on caleulations using measurements or by water
displacements) .
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These methods of evaluation are unsatisfactory for several reasons. The lack
of standard refersnce points makes it difficult to have reproducible results. In
gross filarial disease it is not uncommon to see gross distertions of the limb
accompanied by peculiar protruberences and pockets not to mention warcy lesions which
are seen In elephantiasis. These gross anatomic changes vender accurate
measurements of the liwhb difficult. Volume measurements vyield more valuable
information but are difficult to carry out and certainly cammot be used in mass
surveys. Lastly, where the disease is bilateral the absence of a "contrel” limb
makes assessment more difficult.

Chrenic disease of the male genitalia has been even more difficult te grade
because the anatomical organization of the affected part does not lend itself to
simple measurements. In addition, social custem does mot permic a careful enough
examination of the genitalia to record changes over time. The same difficulties also
exigt in the case of examination of the disease of the female breast and genitalia,

SUGGESTED SCHEME OF EVALUATION OF ACU ND CHRONTC D

The working groups decided to develop guidelines that would be uniformly used
in all the clinical trials using ivermectin and other drugs as also in the cross
sectional morbidity surveys which are to be undertaken in the soeciceconcmic studies
on lymphatic filariaszis. It was declided to record scute and chronie disease
separately using specially designed forms that would allow the data captured to be
directly input inte computers.

4.1 Acute disease

An acute attack can involve the limbs, scrotum or female breast.

An scute attack involving the limbs would be diagnosed by the presence of the
following signs and symptoms, lasting for at least 3 days:

Pain

Tenderness

Lymphangitis and/or lymphadenitis and/or cellulicis
Local warmth

An acute attack invelving the scrotum would be diagnosed by the presence of the
following signs and symptomz, lasting for at least 3 days:

Paln

Tenderness

Clinical features of "epididymeorchitis"
Local warmth
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An acute attack invelving the breast would be diagnosed by the presence of the
following signs and symptoms, lasting for at least 3 days.

Pain

Tenderness presenting unilaterally

Lywphangitis and/er lymphadenitis and/or cellulitis

Local warmth i

oL b e

In cases invelving limbs, scrotum or breast, fever, lymphedema, systemic
features such as headache, malaise and vomiting may be present as well. In cases
with cellulitis but no lymphangitis or lymphadenitis, filariasis would be diagnosed
based on the exclusion of other possible etiologies.

The primary data capture form has been designed to be filled by the primary
health worker and has already been tested and modified in & field situatienm,

4.2 Chronic disease

The working growp decided to adopt the classification recommended at the
Thanjavur wmeeting of 5WG Filariasis 1985 (Ref TDR/FIL-5WG(12)/85.3). This
classification 1s a modified version of the one used by lymphologists all over the
world to grade mon-filarial edema. A comprehensive set of guidelines for measurement
of affected limbs was also dravm up and includes details such as reference points for
measurement and the attitude of the limb during measurement. It alzo addresses the
izsue of bilateral disease and has detailed formulae for assessing the volume based
on simple circumference measurements. These are based on the observations of Jamal
et al (Ref: Amnn, Trop. Med. Parasit., (1989), 83, 287), who have used thesze
definitions successfully to study the efficacy of coumarins in lymphatic filariasis,

The group alse finalized the methods of measuring chronic dizease of the male
external genitalis and the female breast. They are based again on simple
measurements and have been previously tested in other studies.
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2. CLINICGAL EVALUATION FPROGEDURES
5.1 IDENTIFICATION DATA
1. Name Date:
2. Sex Time:
3. | Age Investigator:
4 id. Ne

5.2 L oe imb : ‘

Limb RUL RIL LVL LLL
1. Grade (=see Annex 1)
2. Duration (Yrs)
3. Pitting
&, Skin
Thickening
Ulceration

Nodules/warty growth

Veslcle

Lymphorrhea ‘,‘
5. Measurements (see Amnmex II) in em

Points A

B




5.3

5.4

AN droc
1. Side
2. Swelling
3. Duration in Yrs
4, Fluctuation
5. Skin changes
Thickening
Ulceration
Nodules
Lympheorrhea
6. Measurements (see Ammex II):
Al
B:

Chylurias (for definition gee Avmex I)

1. Duration since lst attack (yrs)
2. Average spell of attack (days)
3. Duration of present attack

4. Deseription of present attack

Time of the day when milky urine is passed:
Morning / Afterncon / Evening / Night
Presence of blood Yes

Pain during voiding of urine Yes
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No

No




5,

3.6

5

Breast Swelling (for definition see Annex T)

Side 24+
Duration in years

Skin

Thickening

Ulceration

Nodules

Vesicle

Lymphorrhea

Measurements (see Annex II) in cms

Lymph node

A

B:
Site:
Side:
Number:

Size of largest node:
Tenderness;
Abscess:

Scar:

MAD
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5.7 Female Genitalia Swelling

1. Site:

2. Side:

3, Duracion (yrs)

4, Silze (if possible)
5. Other descriptions:

5.8  Acute episodes of ADL

The number of'acute'épisodea 1 year prior‘té and after therapy should be
recorded in all cases.
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ANNEX I S S B L A
1. Grades of Oedema
Grade I: Qedema spontanecusly reversible on elevatiom.
Grade II: QOedema not spontaneously reverzible on elevation.

S8kin net thickened.

Grade IIL: Oedema not spontaneously reversible on elevation.
Skin thickened,

Grade IV: OQedema not spontaneously reversible on elevation.
Skin thickened with warty/modulaxr papillomatous growth.
2. Chyluria (Pefinition)
Passage of uniform milky urine with or without occasional blood
stain is chyluria/haemato chyluria. Wherever pogsible chyluria can be

gonfirmed by qualitative ether solubility test.
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ANNEX IT
1. Measurement Points for [vmphoedema of Limba
LL L
D
T b 50 Cm.
RO/60 E - -
Cm. ‘
KEEP KNEE
ELBOW STRATGHT ————— < 30 Cm.
B
T o o= = 20 Cm.
30 ¢a. -
10 Cm.
20 Cm,
12 Cm.
o
Great Toe
[/ E— a Q
Tip of
middle
finger

A, B, ¢ D, E A, B, ¢, D
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Measurement rotal Swellin

Between root of penis and lower tip of scrotum anterierly in the
midline of serotum.

The circumference of zorotum at A.
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Measurement of Breast Swelling

SUPRA STEENAL NOTCH

XIPHISTERNUM B

B: Between the midpoint connecting Supra Sternal Notch and Xiphistermim.

B: The circimference from midelavicular point and the lower margin of
breast,
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ANNEX 111
Methods of analyzes of data foxr lymphoedena:
Measurements (See Annexure: II):
Time point - ‘07 Time point - T/
Normal 1imkk Affactad limb Normal Affectad

A,B,C,D A;By,C),Dy ABCD  AyBy,Cp Dy

Averadge jeasurements
Xg Yo X Yp
A+BICHD Aliﬁligligl (as for X, and Yo)
4 4 |

DIFFERFENCE BETWEEN NORMAL AND AFFECIED LIMB:

Ro = Yo = % Rp = ¥p - %
Ry = Initial difference Ry = Final difference at

time “rr
RESUITS:

Response in individual cases = Ry = Rp X 100
Ry




Grops (grade of ocedema/age/sex eto)

For patients By, Py, Py, Py, Pg

Caze No. ‘Initial difference
L PR
2 EbRO
3 P3Ry
4 F4Ry
5 PsRo
ExRo+-FaBo . B3Ro + ByBo + BsRy

5 (Number of patients)

AVG RT for Pl to P5 = ZT =

PyEp + PoRy + PaRp + PyRy + PoRm
5 (Number of patients)

Response in the group = Zg = Zp X 100

;)

A
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Final difference

PRy
PoRp
P3Rp
EqRp
PRy
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FOR BILATERAL CASES :

Instead of normal linb ore can use average linb measurements

for normal healthy individuals - Age, Sex, Ht., Wt., matched

Age groups:

10-19 yrs Q

20-29 yrs
30-39 yrs
40-49 yrs
50-59 yrs

60-69 yrs
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