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Diseases associated with specific HL-A antigens
Jung H. Oh, md, ph d; Lloyd D. MacLean, md, ph d, frcs[c]

Summary: Significantly increased
prevalences of particular HL-A antigens
have been reported for many human
diseases. The correlation is particularly
striking in ankylosing spondylitis,
Reiter's syndrome, psoriasis and some

immunopathic disorders, so that
HL-A typing may be of great value
in diagnosis. The possible mechanisms
whereby these associations may
occur suggest the cause of certain
disorders, and further investigation will
likely help in the understanding of
the pathogenesis of many diseases.

Resume: PrSsence d'antigenes
spe'cifiques du systeme HL-A dans
de nombreuses pathologies humaines

On retrouve de plus en plus
d'antigenes particuliers du systeme
HL-A dans de nombreuses maladies
chez rhomme. La correlation est
singulierement frappante dans la
spondylarthrite ankylosante, le
syndrome de Reiter, le psoriasis et
certains troubles immunologiques. N
ressort de cette constatation que le
typage de I'antigene HL-A peut avoir
une grande valeur diagnostique.
La decouverte des mecanismes par
lesquels ces associations peuvent
survenir permettrait de trouver la cause
de certaines maladies, et des etudes
plus approfondies dans ce domaine
aideront probablement a mieux
comprendre la pathogenie de
nombreuses maladies.
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The HL-A (human leukocyte-locus A)
system is now regarded as the main
leukocyte isoantigen system in man.

Recognition of HL-A antigens began in
the early 1950s with the detection of
leukoagglutinating antibodies in multi-
transfused patients, the antibodies de¬
veloping as an immunologic response
directed against foreign isoantigens
present on leukocytes in transfused
blood. A similar immunization was
found to occur in pregnant women, the
antibodies being directed against iso¬
antigens of the husband's leukocytes.
With the use of these immune sera a
number of different isoantigens were
identified on human leukocytes, and
through family studies the leukocyte
isoantigens of each individual were
found to be products of a single locus
(HL-A) on each member of one speci¬
fic pair of chromosomes.1 It is presently
accepted that the HL-A locus consists
of two subloci, each responsible for
one antigen. Thus, in general, four dif¬
ferent types of HL-A antgiens can be
detected on leukocytes of one individu¬
al. The nomenclature of presently
known HL-A antigens is shown in
Table I. In vitro studies have shown
that the same HL-A antigens are pres¬
ent on most nucleated cells of an in¬
dividual, and it is now generally agreed
that the HL-A system is most probably
a major histocompatibility system in
man.2

Recently another aspect of biologic
significance of the HL-A system in man
has emerged: that is, a possible asso¬
ciation of particular HL-A antigens
with certain disease states.3 Correlation
of histocompatibility antigens with cer¬
tain pathologie conditions has been es¬
tablished in mice and other animal
species,4 and similar studies in man
have become available because of ad¬

vances in serologic typing of leukocyte
antigens. The findings from these
studies are of more than academic in¬
terest and possibly of diagnostic value
in certain diseases. The purpose of this
paper is to review the published data
on this subject and to cite some pos¬
sible clinical applications.

Reported studies

Data concerning the association of
HL-A antigens with disease states are
based on statistical analysis of the pre¬
valence of a particular antigen in a

group of patients with a specific dis¬
ease in comparison with the prevalence
in a control population. Various dis¬
eases in which a significant association
with HL-A antigens has been found
are listed in Table II. These diseases
may be grouped into two broad cate¬
gories: (a) lymphomas and leukemias,
and (b) immunopathic or rheumatic
diseases. There have also been reports
of a few other diseases, such as sar¬
coidosis, multiple sclerosis, malignant
melanoma and breast cancer, in which
such an association may exist.

Table I.HL-A antigen nomenclature*

?Amos et al42
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Lymphomas and leukemias

Hodgkin's disease: While HL-A typ¬
ing was still in a relatively new and
developing stage, Amiel5 in 1967 re¬

ported data showing an increased pre¬
valence of one HL-A specificity (then
called 4c) in 41 patients with Hodgkin's
disease compared with 44 controls
(51% v. 27%). This finding was later
confirmed by Zervas, Delamore and
Israels,6 and Thorsby and colleagues,7
who found an increased prevalence of
HL-A5 (now known to be included in
the designation 4c) in patients with this
disease. In the study of Zervas et al6
HL-A5 was found in 63% of 27 pa¬
tients and in 19% of 68 controls.
Thorsby et aV noted HL-A5 in 24%
of 78 patients and in 9% of 65 con¬
trols. Subsequently there have been
reports of a significantly increased pre¬
valence of W5 (another 4c-related anti¬
gen) in patients with this disease;
Morris and Forbes8 found W5 in 32%
of 127 patients, compared with 12%
of 273 controls; and Van Rood and
Van Leeuwen9 found W5 in 33% of
98 patients, compared with 18% of
400 controls.

Non-Hodgkin's lymphomas: Morris
and Forbes10 reported a significantly
increased prevalence of HL-A12 in 56
patients with follicular lymphomas
compared with 273 controls (63% v.

32%). They also reported a consider¬
ably, but not significantly, greater pre¬
valence of HL-A7 in 50 patients with
lymphosarcoma compared with 273
controls (40% v. 25%), and of HL-
A12 in 28 patients with reticulum cell
sarcoma compared with the same con¬
trols (50% v. 32%).

Infectious mononucleosis: A signifi¬
cant association of infectious mononu¬
cleosis with antigen W5 was found by
Morris and Forbes:10 the antigen was
noted in 33% of 40 patients, com¬

pared with 12% of 273 controls. Not-
ing the similar association of W5 with
Hodgkin's disease, these authors sug¬
gested a possible viral cause for Hodg¬
kin's disease, as for infectious mono¬
nucleosis.

Leukemias: Walford and colleagues11
found a significantly increased pre¬
valence of HL-A12 in 16 patients with
acute lymphocytic leukemia of child¬
hood compared with 100 controls (75%
v. 29%). Degos, Drolet and Dausset12
reported no significant association of
chronic lymphocytic leukemia with any
of the HL-A antigens; however, they
found a significantly decreased pre¬
valence (an inverse correlation) of HL-
A12 in 47 patients with chronic mye-
loid leukemia compared with 450 con¬
trols (96% v. 31%). Jeannet and Mag-
nin13 found no significant association of
acute myeloid leukemia with HL-A
type.

Jeannet and Magnin13 also studied
HL-A antigens in 147 patients with
various malignant diseases (lymphomas,
leukemias and cancers of breast and
lung). The only striking finding was
an almost complete absence (2%) of
HL-A11 in this group of patients com¬

pared with a 16% prevalence in 305
controls.

Immunopathic and rheumatic diseases
Chronic glomerulonephritis: In view

of the application of HL-A typing in
kidney transplantation, chronic glome¬
rulonephritis was one of the earliest
diseases studied for a possible associa¬
tion with HL-A antigens. Patel, Mickey
and Terasaki14 in 1969 reported their
study on HL-A typing of 485 patients
with chronic glomerulonephritis of a

variety of diagnostic categories in com¬

parison with 428 controls. They found
a relatively less striking but significant
difference in the prevalence of HL-A2
between the patient and control groups
(52% v. 42%). There has been no sub¬
sequent report concerning this disease,
probably because a large number of
Table 11.Diseases and associated HL-A antigens

patients have to be studied in order to
obtain a meaningful result.

Systemic lupus erythematosus: A sig¬
nificantly increased prevalence of HL-
A8 and W15 in patients with systemic
lupus erythematosus was reported by
Grumet and colleagues:15 they found
HL-A8 in 33% of 40 patients, com¬

pared with 16% of 82 controls; and
W15 in 40% of the same patients,
compared with 11% of the same con¬
trols. Waters, Konrad and Walford16
also reported an increased prevalence
of W15-related antigens in a group of
patients with this disease.

Adult celiac disease: Stokes and col¬
leagues17 reported a significantly in¬
creased prevalence of HL-A1 in 49 pa¬
tients with adult celiac disease com¬

pared with 159 controls (78% v. 33%),
and a similarly increased prevalence of
HL-A8 in the same patients compared
with the controls (80% v. 30%). The
prevalence of a combination of HL-A1
and HL-A8 was also found to be signi¬
ficantly higher in the patients com¬

pared with the controls (75% v. 20%).
Another study, by Falchuk, Rogetine

= No significantly associated HL-A antigen found.
?Significantly lower incidence (inverse correlation).
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and Stober,18 also showed a significant¬
ly increased prevalence of HL-A8 in
this disease.

Chronic active hepatitis: A signifi¬
cantly increased prevalence of HL-A1
in 37 patients with chronic active hepa¬
titis compared with 350 controls (60%
v. 31%), and a similarly increased pre¬
valence of HL-A8 in the same patients
compared with the controls (68% v.

18%) was reported by Mackay and
Morris.19 They also noted a close cor¬
relation between a positive LE cell
test and the presence of the two anti¬
gens. Citing the reported high pre¬
valence of HL-A8 in systemic lupus
erythematosus15 and celiac disease,17
Mackay and Morris speculated that
HL-A8 is probably associated with an

enhanced immune response to certain
autoantigens, thereby predisposing to
the development of autoimmune dis¬
eases.

Allergic diseases: Thorsby and Lee20
reported a significantly increased pre¬
valence of HL-A1 in 35 patients with
childhood asthma compared with 891
controls (43% v. 29%). They also
noted a considerably increased preva¬
lence of the haplotype HL-A 1,8 in
these patients compared with the con¬

trols (15% v. 8%), but the difference
was not significant.

Marsh and colleagues21 found a

greater prevalence of HL-A7 and its
crossreacting antigens (W10, W22 and
W27) in 18 allergic patients responsive
to a minor ragweed pollen allergen,
Ra5, compared with 77 nonresponsive
controls.

Myasthenia gravis: A significantly
increased prevalence of HL-A8 in 100
patients with myasthenia gravis com¬

pared with 533 controls (59% v. 19%)
was reported by Feltkamp and col¬
leagues.22 They noted that the associa¬
tion with HL-A8 was more striking in
the female patients.

Psoriasis: Russell, Schulters and Ku-
ban23 reported a significantly increased
prevalence of HL-A13 in 44 patients
with psoriasis compared with 89 con¬
trols (27% v. 3%), and a considerably
greater prevalence of W17 in the same

patients (23%) compared with the con¬

trols (23% v. 9%). A simultaneous
study by White and colleagues24 also
revealed that both of these antigens
were present in a significantly larger
proportion of their patients than in
their controls: HL-A13 was found in
15% of 156 patients, compared with
5% of 386 controls; and W17 in 26%
of the patients, compared with 8% of
the controls. In the patient group there
was also a significantly decreased pre¬
valence of HL-A12, but this finding
was not confirmed in their later study
of an additional 300 patients.

Ankylosing spondylitis: A significant¬
ly increased prevalence of antigen W27

in 40 patients with ankylosing spondyl¬
itis compared with 906 controls (88%
v. 8%) was reported by Schlosstein and
colleagues.25 A simultaneous study by
Brewerton and colleagues26 showed a

similarly increased incidence of W27
in 75 patients compared with 75 con¬
trols (96% v. 40%). In a study by
Russell and colleagues,27 of 60 patients
with Crohn's disease 7 were found to
have ankylosing spondylitis and W27
was present in only these 7 patients.
Among 31 patients with inflammatory
bowel disease studied by Morris and
colleagues28 there were 8 patients with
ankylosing spondylitis; W27 was found
in 6 of these 8 but in none of the
patients with spondylitis.

Reiter's syndrome: Brewerton and
colleagues29 reported a significantly in¬
creased prevalence of W27 in patients
with Reiter's syndrome: 76% of 33
patients, compared with 6% of 33 con¬

trols, were found to have this antigen.
A subsequent study by Morris and as¬

sociates30 showed an even more striking
association of W27 with this syndrome:
96% of 24 patients, compared with
8% of 1863 controls, were found to
have this antigen. Morris and associates
proposed that W27 may be a useful
marker in the differentiation of Reiter's
syndrome from gonococcal arthritis.

Juvenile rheumatoid arthritis: Ra-
chelefsky and associates31 reported a

significantly increased prevalence of
W27 in patients with juvenile rheuma¬
toid arthritis: 42% of 26 patients, com¬

pared with 6% of 267 controls, were
found to have this antigen. These
authors also noted a decreased preva¬
lence of HL-A1 in the same patients:
11% of patients compared with 35%
of controls had this antigen. This dif¬
ference was not significant.
Rheumatoid arthritis: In two studies

no distinct association was found be¬
tween HL-A antigens and rheumatoid
arthritis. Keuppers, Brackertz and
Mueller-Eckhardt32 compared 104 pa¬
tients with 102 control subjects and
Schlosstein and colleagues25 studied 119
patients and 906 controls.

Gout: Schlosstein and colleagues25
found no association of gout with
HL-A antigens in a study of 66 pa¬
tients.

Rheumatic fever: Falk and col¬
leagues33 reported a significantly de¬
creased prevalence of HL-A3 in 76
patients with rheumatic fever or rheu¬
matic heart disease compared with 177
healthy controls (15% v. 28%). The
total number of HL-A antigens de¬
tected was significantly less among the
patients than the controls.

Other diseases
Sarcoidosis: No association of sarcoi¬

dosis with HL-A type was found by
Kueppers and colleagues32 in a study

of 132 patients and 600 controls.
Multiple sclerosis: Naito and asso¬

ciates34 reported a significantly in¬
creased prevalence of HL-A3 in 93 pa¬
tients with multiple sclerosis compared
with 871 controls (40% v. 24%) in
the Los Angeles area. Jersild and
Fog,35 on the other hand, found a

significantly increased prevalence of
HL-A7 in 107 patients compared with
800 controls (39% v. 26%) in Den-
mark. The prevalence of HL-A7 did
not differ between the patient and con¬
trol groups in the study by Naito et
al.34 Presumably the geographic or eth¬
nic background accounts for this dis-
crepancy.

Malignant melanoma: None of 29
patients with malignant melanoma in
a study by Clark and colleagues36 had
HL-A5 but 6% of 20 healthy controls
did. This inverse correlation, however,
was not significant.

Breast cancer: In a study by Van
Rood37 of over 200 patients with breast
cancer no distinct association with
HL-A type was revealed. Van Rood,
however, suggested further extended
studies in this disease.

Discussion

McDevitt and Bodmet3* in 1972,
citing several reported associations of
HL-A antigens with some diseases
(Hodgkin's disease, lymphocytic leuke¬
mia, chronic glomerulonephritis and
systemic lupus erythematosus), sug¬
gested that the available clinical evid¬
ence must be regarded as fragmentary
and inconclusive, although the correla-
tions clearly justified further studies.
More convincing data of an associa¬

tion of HL-A type with disease have
been reported from several more re¬
cent studies on patients with certain
diseases of immunopathic or rheuma¬
tic nature with familial occurrence.
With most of these diseases more than
one confirmatory report has appeared.
Evidence now seems to be strong for
the following associations: (a) W27
with ankylosing spondylitis and Reiter's
syndrome; (b) HL-A13 and W17 with
psoriasis; (c) HL-A8 with certain auto-
immune-type diseases such as adult
celiac disease, chronic active hepatitis
and systemic lupus erythematosus; and
(d) probably W5 with Hodgkin's dis¬
ease.

These associations of HL-A antigens
with certain diseases suggest that a par¬
ticular antigen might influence an in-
dividual's susceptibility to a particular
disease. Although the mechanism for
this in man is unknown, at least three
models have been proposed from ani-
mal studies.38 The first is that the his¬
tocompatibility antigens represent spe¬
cific receptor sites for the attachment
of a pathogenic agent such as a virus;
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the cells having such a surface con-
figuration might be unusually suscept-
ible to that particular pathogen. The
second possible mechanism involves the
phenomenon of crosstolerance (or
molecular mimicry), whereby patho-
genic antigens mimic certain histocom-
patibility antigens; susceptible hosts
would mistake viral or tumour anti-
gens for self-antigens and therefore fail
to react adequately to control the pa-
thologic process. The third possibility
is the existence of "immune response
genes", which are closely linked to the
histocompatibility genes and control
the ability of a host to react to a par-
ticular antigen;39 such genes may also
be linked to or strongly influenced by
the HL-A genes in man.40 Thus, in
families with a high prevalence of a
single disease it may be possible to
find an association between the disease
susceptibility and one HL-A locus ir-
respective of individual HL-A antigenic
specificities.

Whatever the mechanism, all the re-
ported correlations between HL-A anti-
gens and specific diseases are not ab-
solute but only statistical, which sug-
gests multifactorial control of an in-
dividual's susceptibility to a disease.

In addition to the possible diagnostic
value of HL-A typing, there also seems
to be a prognostic value. Falk and
Osoba4' reported a significantly greater
prevalence of HL-A8 in a subgroup
of long-term (more than 5 years) sur-
vivors of Hodgkin's disease, compared
with patients with recent onset of the
same disease or a control population,
suggesting a possible association of
HL-A8 with relative resistance to the
disease. A similar analysis may prove
useful in predicting the course for pa-
tients with some other diseases.

References
1. ALLEN A, Aa&os DB, BATCHELOR R, et al:

Joint report of the fourth international his-
tocompatibility workshop, in Histocompati-
bility Testing 1970, edited by TERASAKI P1,
Copenhagen, Munksgaard, 1970, p 2

2. DAUSSET J, RAPAPORT FJ, IVANYI P, et al:
Tissue alloantigens and transplantation, in
Histocompatlbility Testing 1965. Copenhagen,
Munksgaard, 1965, p 63

3. BODMER WF: Evolutionary significance of
the HL-A system. Nature 237: 139, 1972

4. SNELL GD: The H-2 locus of the mouse:
observations and speculations concerning its
comparative genetics and its polymorphism.
Folia Biol (Praha) 14: 335, 1968

5. AMIEL JL: Study of the leukocyte phenotypes
in Hodgkin's disease, in Histocompatibility
Testing 1967, Copenhagen, Munksgaard, 1967,
p 79

6. ZaJtvAs JD, DELAMORE 1W, ISRAELS MCG:
Leukocyte phenotypes in Hodgkin's disease.
Lancet 2: 634, 1970

7. THORSBY E, FALK J, ENGESETh A, et al:
HL-A antigens in Hodgkin's disease. Trans-
plant Proc 3: 1279, 1971

8. Mosais PJ, Foaaas JF: HL-A and Hodgkin's
disease. Ibid p 1275

9. VAN RoOD Jj, VAN LEEUWEN A: HL-A and
the group five system in Hodgkin's disease.
Ibid, p 1283

10. Moaxis PJ, FORBES JF: HL-A in follicular
lymphoma, reticular cell sarcoma, lympho-
sarcoma and infectious mononucleosis. Ibid,
p 1315

11. WALPORD RL, ZELLER E, COMBS L, et al:
HL-A specificities in acute and chronic
lymphatic leukemia. Ibid, p 1297

12. Daoos L, DROLET Y, DAUSSET J: HL-A anti-

gens in chronic myeloid leukemia and chronic
lymphoid leukemia. Ibid, p 1309

13. JEANNET M, MAGNIN C: HL-A antigens in
malignant diseases. Ibid, p 1301

14. PATEL R, MICKEY MR, TERASAKI P1: Leuko-
cyte antigens in disease: association of
HL-A2 and chronic glomerulonephritis. Br
Med J 2: 424, 1969

15. GRuMET FC, COUTELL A, BODMER JG, Ct al:
Histocompatibility (HL-A) antigens asso-
ciated with systemic lupus erythematosus.
N Engi J Med 285: 193, 1971

16. WATERs H, KONRAD P, WALFORD RL: The
distribution of HL-A histocompatibility fac-
tors and genes in patients with systemic
lupus erythematosus. Tissue Antigens 1: 68,
1971

17. STOKES PL, AsouIm P, HOLMES GKT, et al:
Histocompatibility antigens associated with
adult coeliac disease. Lancet 2: 162, 1972

18. FALCHUK ZM, ROGETINE GN, STOBER W:
Predominance of histocompatibility antigen
HL-A8 in patients with gluten-sensitive en-
teropathy. J Clin Invest 51: 1602, 1972

19. MACKAY IR, Moaass PJ: Association of auto-
immune active chronic hepatitis with HL-
AI,8. Lancet 2: 793, 1972

20. THORsEY E, LEE SO: Relationship between
the HL-A system and susceptibility to dis-
eases. Transplant Proc 3: 1305, 1971

21. MARSH DG, BIAs WB, Hsu SH, et al: Asso-
ciation of the HL-A7 cross-reacting group
with a specific reaginic. antibody response in
allergic man. Science 179: 691, 1973

22. FELTKAMP TEW, VAN DEN BERO-LIONEN PM,
NIJENHUIs LE, et al: Myasthenia gravis
autoantibodies and HL-A antigens. Br Med I
1: 131, 1974

23. RUSSELL TJ, SCHULTER5 LM, KUBAN DJ:
Histocompatibiity (HL-A) antigens associated
with psoriasis. N Engi I Med 287: 738, 1972

24. WHITE SH, NEWCOMER VD, MICKEY MR,
et al: Disturbance of HL-A antigen frequency
in psoriasis. Ibid, p 740

25. SCHLOS5TEIN L, TERA5AKI P1, BLUESTONE R,
et al: High association of an HL-A antigen,
W27, with ankylosing spondylitis. N Engi I
Med 288: 704, 1973

26. BREWERTON DA, CAFFREY M, HART FD, et
al: Ankylosing spondylitis and HL-A27. Lan-
cet 1: 904, 1973

27. RUSSELL AS, SCHLAUT J, PERCY JS, et al:
HL-A (transplantation) antigens in ankylos-
ing spondylitis and Crohn's disease. / Rheu-
matol 1: 203, 1974

28. Mows RI, METZGER AL, BLUEsTONE R, et
al: H.-A-W27: A useful discriminator in
the anthropathies of inflammatory bowel dis-
eases. N Engi I Med 290: 1117, 1974

29. BREWERTON DA, CAFFREY M, NICOLLs A, Ct
al: Reiter's disease and HL-A27. Lancet 2:
996, 1973

30. MoRass R, METZGER AL, BLUEsTONE R, et al:
HL-A-W27: A clue to the diagnosis and
pathogenesis of Reiter's syndrome. N Engi
I Med 290: 554, 1974

31. RACHELEFaKY GS, TERASAKI P1, KATz R, et
al: Increased prevalence of W27 in juvenile
rheumatoid arythritis. Ibid, p 892

32. KUEPPERS F, BRACKERTZ D, MUELLER-ECK-
HARDT C: HL-A antigens in sarcoidosis and
rheumatoid arthritis. Lancet 2: 1425, 1972

33. FALK JA, FLEISCHMAN JL, ZABRIsKIE JB, et
al: A study of HL-A antigen phenotype in
rheumatic fever and rheumatic heart disease
patients. Tissue Antigens 3: 173, 1973

34. NArro S, NAMEROW W, MICKEY MR, et al:
Multiple sclerosis: association with HL-A3.
Tissue Antigens 2: 1, 1972

35. JERSILD C, FOG T: Histocompatibility (ILL-A)
antigens associated with multiple sclerosis.
Symp Ser iminunobiol Stand 18: 282, 1973

36. CLARK DD, NECHELES T, NATHANsON L, et
al: Apparent HL-A5 deficiency in malignant
melanoma. Transplant Proc 15: 326, 1973

37. VAN Rooo JJ: The control of the immune
response and its relevance in oncology. Over-
druk Unit. TNO-nieuws 27: 683, 1972

38. McDavrrr HO, BODMER WF: Histocompati-
bility antigens, immune responsiveness and
susceptibility to disease. Am J Med 52: 1,
1972

39. McDavrrr HO, BENACERRAF B: Genetic con-
trol of specific immune response. Adv Im-
munol 11: 31, 1969

40. EIJ5vOGEL VP, DE Boss R, MELIEF CJM,
et al: Lymphocyte activation and destruction
in vitro in relation to MLC and HE-A.
Transplant Proc 5: 415, 1973

41. FALK JA, OsossA D: The association of the
human histocompatibility system with Hodg-
kin's disease. I Immunol 1: 53, 1974

42. AMOs DB, BATCHELOR JR, BODMER WF, et
al: Table of equivalent nomenclature, in
Histocompatibility Testing 1972, edited by
DAUSSET J, CoLoMEANI J, Copenhagen,
Munjcsgaard, 1973, p 7

Specially tailored
topregnancy

SIow-I.fok
Brief Prescribing information
Formula:
Each SLOW-Fe folic tablet contains 160 mg
dried ferrous sulfate (equivalent to 50 mg of
elemental iron) and 400 micrograms folic acid
in a specially formulated slow release base. The
iron content is released evenly over an average
period of.iiours,_optimum time for
maximum effective absorption. The tablets are
film coated.
indications
Prophylaxis of iron and folic acid deficiencies
and treatment of megaloblastic anemia, during
pregnancy, puerperium and lactation.
Dosage and Administration
Prophylaxis: One tablet daily throughout
pregnancy, puerperium and lactation. To be
swallowed whole at any time of day regardless
of meal times.
Treatment of megaloblastic anemia: during
pregnancy, puerperium and lactation; and, in
multiple pregnancy: two tablets, in a single
dose, should be swallowed daily.
Side Effects
The incidence of gastro-intestinal side effects
such as nausea and gastro-intestinal irritation
is extremely low.
Treatment of Overdosage
Signs of toxicity from folic acid have not been
observed even with doses several times higher
than the usual therapeutic levels. Care has
been taken to minimize the risk of accidental
consumption of SLOW-Fe folic in children by
making the tablets a relatively unattractive off-
white colour with an almost tasteless film coat.
Moreover the push-through type of foil
packaging makes the extraction of any tablets
difficult and tedious for children.
However, in the event of overdosage the usual
treatment for iron poisoning should be
instituted. Because the iron is only slowly
released, the risk of toxic levels of ionic iron
being absorbed is less and there is a wider time
margin in which to carry out stomach wash-
outs; also the use of an iron-chelating agent
such as DESFERAL. (deferoxamine CIBA) is
likely to be more effective. The treatment of iron
poisoning is described in detail in the CIBA
literature on DESFERAL..
Contraindications
Hemochromatosis, hemosiderosis, and
hemolytic anemia.
Warnings
Keep out of reach of children.
Precautions
The use of Folic acid in the treatment of
pernicious (Addisonian) anemia, in which
vitamin B12 is deficient, may return the
peripheral blood picture to normal while
neurological manifestations remain
progressive. Oral iron preparations may
aggravate existing peptic ulcers, regional
enteritis and ulcerative colitis.
Iron when given with tetracyclines, binds in the
equimolecular ratio thus lowering the
absorption of tetracyclines.
Supplied
SLOW-Fe folic tablets are packaged in push-
through packs containing 30 tablets per sheet
and are available in units of 30 and 120 tablets.

CIBA
Dorval, Ouebec
H95 iBi c-4o52

1318 CMA JOURNAL/JUNE 7, 1975/VOL. 112


