Appendi x B- -Evolution of the CDC s Case Definition of AIDS

In 1981, the Centers for Disease Control (CDC) in the US. Department of
Health and Human Services (DHHS) began surveillance for a newy recognized
constellation of diseases, now termed acquired inmmunodeficiency syndrone
(AIDS). As described below, CDC devel oped a surveillance case definition for
this syndrone in 1982 and received case reports directly fromhealth care
providers and State and local health departnents. Bear in mind that the CDC s
case definition of AIDS was devel oped for surveillance purposes. According to
the CDC, the goals of AIDS surveillance are to nmonitor trends in the nunber of
AIDS cases and nonitor the scope of severe norbidity due to infection with
human i munodeficiency virus (HV)(219). Since 1982, the CDC s case
definition has been revised twice, once in 1985 and once in 1987. In Novenber

of 1991, the CDC proposed changing its definition once again.

The CDC s 1982 Case Definition of AIDS

From 1980 to 1981, the CDC received its first reports of five cases
i nvol ving honosexual males diagnosed with Pneunocystis carinii pneunonia due
to severe imunodeficiency.” From 1979 to 1981, CDC also received reports of
26 honpbsexual males diagnosed with Kaposi’s sarcoma. O these 26 men, 6 also
had Pneunocystis carinii pneunonia (25 were white and 1 was African Anerican)

(200).

1 Pneumocystis carinii pneunpnia virtually always occurs in limted to
severely inmunoconprom sed patients (199).
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The CDC published its first case definition of what is now called
acqui red immunodeficiency syndrome (AIDS) in September 1982 (201). The case
definition was “a disease, at least noderately predictive of a defect in cell-
nedi ated immunity, occurring in a person with no known cause for dim nished
resistance to that disease” (see table B-1).

The CDC received reports of 593 cases of what is now called AIDS between
June 1, 1981 and September 15, 1982. Fifty-one percent of these 593 cases had
Pneurmocystis carinii pneunonia w thout Kaposi’'s sarcoma (with or wthout other
opportunistic infections) , 30 percent had Kaposi’'s sarcoma w thout
Pneurmocystis carinii pneunonia (with or without other opportunistic
infections) , 7 percent had both Pneunpcystis carinii pneurmonia and Kaposi’s
sarcoma (with or wthout opportunistic infections), and 12 percent had
opportunistic infections with neither Pneunocystis carinii pneunmonia nor
Kaposi's sarconma. Men who have sex with men made up 75 percent of 593 cases
reported, while injection drug users nmade up 25.5 percent (201).

As of Decenber 19, 1983, 3,000 cases that met the case definition of
Al DS had been reported to the CDC (202).°The pattern of opportunistic
il nesses remained fairly constant with 51 percent of cases reporting
Pneurpcystis carinii pneunonia without Kaposi’s sarcoma, 26 percent reporting
both Kaposi’'s sarcoma without Pneunocystis carinii pneunonia, 7 percent both
Pneurpcystis carinii pneunonia and Kaposi’s sarcoma, and 16 percent reporting
opportunistic infections wthout either Kaposi's sarcoma or Pneunocystis
carinii pneunonia. Fifty-nine percent of the 3,000 AIDS cases reported

occurred anong whites, 26 percent anong African Americans, and 14 percent

2 This figure does not include 42 children under age 5 who net the
surveillance definition for pediatric AlDS

B-2



among Hi spanics. Wnen accounted for only 7 percent of the cases reported at
this time. The groups at highest risk for contracting AIDS were nmen who have
sex with men (71 percent) and injection drug users (17 percent) (202).

Men who have sex with nen and injection drug users with inmunodeficiency
represented the at-risk group for acquiring AIDS in 1982 when the syndrome was
initially defined. The indicators of AIDS were limted to Kaposi's sarconma
and opportunistic infections diagnosed wthout known causes of
i munodeficiency (87). Opportunistic illnesses that were nost problematic for
the high-risk groups, and therefore net the criteria for the CDC s 1982
definition of AIDS, are presented in table B-1. The CDC grouped synptons into
five etiologic categories: protozoal and helmnthic, fungal, bacterial,

viral, and neoplastic.

The CDC' s 1985 Case Definition of AIDS

After the CDC s first case definition of what is now called AIDS was
published in 1982, researchers identified human inmunodeficiency virus (HV)
as the cause of AIDS.® Furthernore, |aboratory tests were devel oped to
identify the presence of the HV antibody. The HV laboratory test could be
used as a diagnostic indicator for severe manifestations of H'V disease that
were not included in the 1982 case definition. Consequently, the CDC changed
its AIDS surveillance definition in 1985 (see table B-2). Anmong other things,
the 1985 definition specified that in patients with a positive HV test, cases

of disseninated histoplasmosis, isosporiasis causing chronic diarrhea,

3 At the time the virus was identified, HV was termed human T-cell
lymphotropic virus, type I[Il (HTLV-III)/lymphadenopathy-associated Vi US
(LAV) .

B-3



bronchial or pul nonary candidiasis, non-Hodgkin's |ynphoma, and Kaposi’s
sarconma in persons 60 years of age or over were considered cases of AIDS
(203).

From June 1981 to Septenber 8, 1986, health departments and physicians
inthe United States reported 24,576 cases of AIDS to the CDC. O the
reported cases, 25 percent (6,192) occurred anong African Anericans and 14
percent (3,488) occurred among H spanics, although African Anmericans and
H spanics only make up 12 percent and 6 percent respectively of the US.
popul ation.  African American and Hi spanic wonen accounted for 51 percent and
21 percent respectively of women with AIDS, while African American and
H spanic nen accounted for 23 percent and 14 percent respectively of men wth
AIDS (205). The CDC estimated that approxi mately 750,000 people in the United
States were infected with the AIDS virus at the beginning of 1986 (215).

The CDC s 1987 Case Definition of AlIDS

In August of 1987, the CDC s case definition of AIDS was once again
modified to reflect increases in the understanding of HV infection, and the
1987 case definition is the definition currently in use (see table B-3). The
CDC's goals in making the 1987 revision were: 1) to sinplify AIDS reporting;
2) to make the definition consistent with standards of nedical care for H V-
infected persons; and 3) to nore accurately record the nunber of persons with
severe H V-related imunosuppression (208).

The CDC expanded the case definition of AIDS to include 23 AlDS-defining
conditions, including bronchial, tracheal, or pul nonary candidiasis;
esophageal candidiasis; HV encephal opathy; HV wasting syndrone; and a

broader range of malignancies (208).
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The 1987 case definition of AIDS is arranged in three sections according
to laboratory evidence of HV infection: unknown or inconclusive HV test,
positive HV test, and negative H'V test (see table B-3). Wth laboratory
evidence of HV infection, the 1987 definition allows sonme opportunistic
illnesses to be presunptively (rather than definitively) diagnosed. |n other
words, these conditions (e.g. , Pneunocystis carinii pneurmonia and Kaposi's
sarcoma) in H V-positive persons can be diagnosed on the basis of clinica
signs and synptons, W thout confirmation by a [aboratory test.

Twenty-nine percent of the 40,836 AIDS cases reported between Septenber
1987 and Decenber 1988 net the criteria of the CDC s 1987 case definition only
and woul d not have been reported as AIDS cases under earlier definitions. The
use of the 1987 case definition of AIDS increased the proportions of AIDS
cases in wonen, injection drug users, and minorities. O the cases neeting
only the criteria of the 1987 definition, 15 percent were wonen, as conpared
with 9 percent of cases meeting the pre-1987 definition. Thirty-five percent
of the cases meeting only the 1987 definition were heterosexual injection drug
users, as conmpared with 18 percent meeting the pre-1987 definition. O cases
meeting the 1987 definition only, 34 percent were African Anericans, as
conpared with 26 percent neeting the pre-1987 definition; and 21 percent were

H spanic, as conpared with 14 percent meeting the pre-1987 definition (211).

The CDC s Proposed 1992 Case Definition of AIDS
In Novenber of 1991, the CDC has proposed changing its case definition

of AIDS (219). The proposed case definition would count as Al DS cases persons
with the clinical conditions listed in the 1987 case definition (see table B-
3). In addition, the proposed case definition would include as AIDS cases all

H V-infected adol escents and adults who have |aboratory evidence of severe
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H V-related imunosuppression- -defined as a CD4'|ynphocyte count of bel ow 200
cells per cubic millineter (\mm) of blood (or a CD4 percent of tota

| ynphocytes below 14 if the absolute count is not available). The proposed
expanded AIDS case definition also includes persons with clinical conditions
listed in the 1987 case definition (table B-3). The case definition of AIDS

s expected to becone effective in the sumrer of 1992 (219).

B-6



Table B-1--CDC's 1982 Case Definition of AlIDS

In 1982, the Centers for Disease Control’s (CDC) case definition of what
is now referred to as acquired inmunodeficiency syndrone (AIDS) was “a disease
at least noderately predictive of a defect in cell-nediated immnity,
occurring in a person with no known cause for dimnished resistance to that
disease" (U.S. DHHS, PHS, CDC, MMMR Septenber 1982). Exanples of
opportunistic illnesses associated with the syndrone are listed bel ow

A. Protozoal and helmnthic infections

1. Cryptosporidiosis, intestinal, causing diarrhea for over one nonth
(on histology or stool mcroscopy).

2. Pneunocystis carinii pneunonia (on histology or on mcroscopy of a
“touch” preparation or bronchial washings).

3. Strongyloidosis, causing pneunonia, central nervous system (CNS)
infection, or dissemnated infection (on histology)

4. Toxopl asmosi s, causing pneunonia or CNS infection (on histology or
m croscopy of a “touch” preparation).

B. Fungal infections
1. Candidiasis, causing esophagitis (on histology, mcroscopy of a “wet”
preparation fromthe esophagus, or endoscopic findings of white
pl aques on an erythematous mucosal base).
2. Cryptococcosis, causing pulmonary, CNS, or dissemnated infection (on
cul)ture, antigen detection, histology, or India ink preparation of
CSF) .

C. Bacterial infection
1. “Atypical” nycobacteriosis (species other than tuberculosis or
| epra), causing dissemnated infection (on culture).

D. Viral infections

1. Cytonegal ovirus, causing pul monary, gastrointestinal tract, or CNS
infection (on histology).

2. Herpes sinplex virus, causing chronic nucocutaneous infection wth
ul cers persisting nore than 1 nonth or pul nonary, gastrointestinal
tract, or dissemnated infection (on culture, histology, or
cytol ogy).

3. Progressive multifocal |eukoencephal opathy (presuned to be caused by
papovavirus) (on histology).

E. Cancer
1. Kaposi’s sarcoma in persons less than 60 years of age (on histologic
st udy).
2. Lynphoma, limted to the brain.

SQURCE:  Selik, R M, Haverkos, H W, Curran, J.W, “Acquired |nmmne
Deficiency Syndrone (AIDS) Trends in the United States, 1978-1982, ~
Anerican Journal of Medicine 76(3):493-500, 1984.
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Table B-2--The CDC's 1985 Case Definition of AIDS

[The Centers for Disease Control agreed] that the follow ng refinements be
adopted in the case definition of AIDS used for national reporting:
A. In the absence of the opportunistic diseases required by the current
[1982] case definition, any of the follow ng diseases will be
consi dered indicative of AIDS if the patient has a positive serologic
or virologic test for HILV-111/LAV [human T-cell |ynphotropic virus
type |11/1ynphadenopat hy-associated virus, presently terned human
i mmunodeficiency virus (HV)]:

1. Dissemnated histoplasnosis (not confined to lungs or |ynph
nodes), diagnosed by culture, histology, or antigen detection;

2. lsosporiasis, causing chronic diarrhea (over 1 nonth), diagnosed
by histology or stool mcroscopy;

3. Bronchial or pulnonary candidiasis, diagnosed by mcroscopy or
by presence of characteristic white plaques grossly on the
bronchi al nucosa (not by culture alone);

4. Non-Hodgkin’s |ynphoma of high-grade pathologic type (diffuse
undifferentiated) and of B-cell or unknown inmmunol ogic
phenot ype, diagnosed by bi opsy;

5 Histologically confirmed Kaposi’s sarcoma in patients who are 60
years ol d or ol der when di agnosed.

B. In the absence of the opportunistic diseases required by the current
case definition, a histologically confirmed diagnosis of chronic
| ynphoid interstitial pneunonitis in a child (under 13 years of age)
w Il be considered indicative of AIDS unless test(s) for HTLV-111/LAV
are negative.

C. Patients who have a |ynphoreticular malignancy diagnosed more than 3
months after the diagnosis of an opportunistic disease used as a
marker for AIDS will no longer be excluded as AIDS cases.

D. To increase the specificity of the case definition, patients will be
excluded as AIDS cases if they have a negative result on testing for
serum antibody to HTLV-111/LAV, have no other type of HILV-111/LAV
test with a positive result, and do not have a |ow nunber of T-hel per
| ynphocytes or a low ratio of T-helper to T-suppressor |ynphocytes
In the absence of test results, patients satisfying all other
criteria in the definition will continue to be Included.

SOURCE:  U.S. Department of Health and Human Services, Public Health Service,
Centers for Disease Control, Mrbidity and Mrtality Weekly Report,
“Revision of the Case Definition of Acquired I'mmunodeficiency
Syndrome for National Reporting--United States," 34(25):373-374,
1985.
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Table B-3--The CDC s 1987 Case Definition of AlIDS

|. Wthout Laboratory Evidence Regarding HV Infection

If laboratory tests for HV were not performed or gave inconclusive
results . . . and the patient had no other cause of imunodeficiency listed in
Section |.A below, then any disease listed in Section |.B indicates AIDS if it
was di agnosed by a definitive nethod:

A Causes of immunodeficiency that disqualify diseases as indicators of

AIDS in the absence of |aboratory evidence for HV infection.

1. Hgh-dose or long-term systemc corticosteriod therapy or other
| rmunosuppr essi ve/ cytotoxic therapy < 3 nonths before the onset of
the indicator disease.

2. Any of the follow ng diseases diagnosed < 3 nonths after diagnosis
of the indicator disease: Hodgkin's disease, non-Hodgkin's
| ynphoma (other than primary brain |ynphoma), |ynphocytic
leukema, nultiple nyeloma, any other cancer of |ynphoreticular or
hi stiocytic tissue, or angiomunoblastic |ynphadenopat hy.

3. A genetic (congenital) inmunodeficiency syndrome or an acquired
I munodeficiency syndrome atypical of HV infection, such as one
i nvol ving hypogammagl obul i nem a

B. Indicator diseases diagnosed definitively:

Candi di asi s of the esophagus, trachea, bronchi, or [ungs.

Crypt ococcosi s, extrapul monary.

Cryptosporidosis with diarrhea persisting > 1 nonth.

Cytomegal ovirus disease of an organ other than liver, spleen, or
| ynph nodes in a patient”> 1 month of age.

5 Herpes sinplex virus infection causing a nucocutaneous ul cer that
persists longer than 1 month; or bronchitis, pneunonitis, or
esophagitis for any duration affecting a patient > 1 month of age.

6. Kaposi’'s sarcoma affecting a patient < 60 years of age.

7. Lynphoma of the brain (primary) affecting a patient < 60 years of
age.

8. Lynphoid interstitial pneunonia and/or pul nonary |ynphoid
hyperpl asia (LIP/PHL conplex) affecting a child < 13 years of age.

9. Mycobacterium avium conplex or M kansasii disease, dissem nated
(at a site other than or in addition to lungs, skin, or cervica
or hilar ynph nodes).

10. Pneunocystis carinii pneunonia.
11. Progressive nultifocal |eukoencephal opathy.
12. Toxopl asmosis of the brain affecting a patient > 1 nonth of age.

I, Wth Laboratory Evidence of HV Infection
Regardl ess of the presence of other causes of immunodeficiency (I.A),
in the presence of |aboratory evidence for HV infection . . . any disease
listed above (1.B) or below (I1.A or II.B) indicates a diagnosis of AIDS
A. Indicator diseases diagnosed definitively:
1. Bacterial infections, nultiple or recurrent (any combination of at
| east two within a 2-year period), or the follow ng types
affecting a child < 13 years of age:
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septicenma, pneunonia, meningitis, bone or joint infection, or
abscess of an internal organ or body cavity (excluding otitis
medi a or superficial skin or nucosal abscesses), caused by
Haenophi | us, Streptococcus (including pneunococcus), or other
pyogeni ¢ bacteria

2. Cocci di odomycosis, dissemnated (at a site other than or in
addition to lungs or cervical or hilar |ynph nodes);

3. HV encephal opathy (also called “HV denentla " “AIDS denentia,”
or ‘subacute encephalitis due to HV') .

4, Histoplasnosis, dissemnated (at a site other than or in addition

to lungs or cervical or hilar |ynph nodes);

| sosporiasis with diarrhea persisting > 1 nonth;

Kaposi’'s sarcoma at any age;

Lynphoma of the brain (prinmary) at any age.

QG her non-Hodgkin’s |ynphoma of B-cell or unknown inmunol ogic

phenotype and the follow ng histologic types:

a. small noncleaved |ynphoma (either Burkitt or non-Burkitt type);

b. imunobl astic sarcona (equivalent to any of the follow ng,
al t hough not necessarily all in conbination: inmunoblastic
| ynphoma, |arge-cell |ynphoma, diffuse histiocytic |ynphoms,
diffuse undifferentiated |ynphoma, or high-grade |ynphoma)
Note:  Lynphomas are not included here if they are of T-cel
I munol ogi ¢ phenotype or their hlstologlc type is not described
or is described as“lynphocytic,” “lynphoblastic,” “small
cleaved,” or “plasmacytoid |ynphocytic”;

9. Any nycobacterial disease caused by mycobacteria other than M
tuberculosis, dissemnated (at a site other than or in addition to
lungs, skin, or cervical or hilar |ynph nodes), _ _

10. Disease caused by M tubercul osis, €xtrapul mnary (involving at
| east one site outside the lungs, regardliess of whether there is
concurrent pul nonary invol venent) ;

11. Salnonel la (nontyphoid) septicema, recurrent;

12. H'V wasting syndrome (enaciation, “slim disease”).

I ndi cator diseases diagnosed presunptively:

Note: G ven the seriousness of diseases indicative of AIDS, it is
generally inportant to diagnose them definitively, especially when
therapy that would be used may have serious side effects or when
definitive diagnosis is needed for eligibility for antiretrovira
therapy. Nonetheless, in some situations, g Patient’s condition will
not permit the performance of definitive tests. In other situations,
accepted clinical practice may be to presunptively based on the
presence of characteristic clinical and |aboratory abnormalities.

1. Candidiasis of the esophagus;

2. Cytomegal ovirus retinitis with loss of vision

3. Kaposi's sarcoma

4. Lynmphoid interstitial pneunonia and/or pul nonary |ynphoid

hyperpl asia (LIP/PHL conplex) affecting a child < 13 years of age;
5. Mycobacterial disease (acid-fast bacilli wth species not
identified by culture), dissemnated (involving at |east one site
other than or in addition to lungs, skin, or cervical or hilar
| ynph nodes);

Pneurocysti s carinii pneunoni a;
Toxopl asnosis of the brain affecting a patient > 1 nonth of age.

~Noe
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1. Wth Laboratory Evidence Against HV Infection
Wth |aboratory test results negative for HV Infection . . . a
diagnosis of AIDS for surveillance purposes is ruled out unless:

A all the other causes of imunodeficiency listed above in Section |.A
are excluded; AND

B. the patient has had either;

1. Pneuznocystis carinii pneurmonia diagnosed by a definitive nmethod
...;or

2. a. any of the other diseases indicative of AIDS |isted above in
Section |.B diagnosed by a definitive method ...; and
b. a T-helper/inducer (CD4") I|ynphocyte count <400/ nmi.

SOURCE:  U.S. Department of Health and Human Services, Public Health Service,
Centers for Disease Control, “1987 Revision of Case Definition for
AIDS for Surveillance Purposes,” Mrbidity and Mrtality Wekly
Report 36(1S):4s-14s, 1987.




