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The agents described in this section are immunological
agents used for both active and passive immunisation. 
Active immunisation is the exposure of the immune
system to antigens in the form of micro-organisms or
products of their activity in order to stimulate produc-
tion of antibodies and acquired cell-mediated respons-
es with a specific protective capacity. It may be a natu-
ral process after infection, or an artificial process
induced by giving vaccines. It is inevitably a slow
process dependent upon the rate at which the antibod-
ies can be produced. Although the terms vaccination
and immunisation are often used synonymously and
interchangeably, vaccination simply refers to giving a
vaccine whereas immunisation implies the develop-
ment of protective levels of antibodies. 
Passive immunisation, which results in immediate
short-term protection, may be achieved by giving ex-
ogenous antibodies in the form of antisera (of animal
origin) or immunoglobulins.

Antisera
Antisérums; Antisueros; Immunsera.

Антисыворотки

Description
Antisera (immunosera) are sterile preparations con-
taining immunoglobulins obtained from the serum of
immunised animals by purification. The term antisera
includes antitoxins, which are antibodies that combine
with and neutralise specific toxins, and antivenins
(antivenoms), which are antitoxins directed against the
toxic principle of the venoms of poisonous animals
such as certain snakes and arthropods. 
Antisera are obtained from healthy animals immunised
by injections of the appropriate toxins or toxoids,
venins, or suspensions of micro-organisms or other an-
tigens. The specific immunoglobulins may be obtained
from the serum by fractional precipitation and enzyme
treatment or by other chemical or physical means. A
suitable antimicrobial preservative may be added, and
is invariably added if the product is issued in multidose
containers. The Ph. Eur. 6.2 directs that when antisera
contain phenol, the concentration is not more than
0.25%. The antiserum is distributed aseptically into
sterile containers, which are sealed so as to exclude mi-
cro-organisms. Alternatively they may be supplied as
freeze-dried preparations for reconstitution immediate-
ly before use.

Adverse Effects and Precautions
Reactions are liable to occur after the injection of any
serum of animal origin. Anaphylaxis (type I hypersen-
sitivity reaction, p.561) may occur, with hypotension,
dyspnoea, urticaria, and shock, which requires man-
agement as a medical emergency (see p.1205). 
Serum sickness (type III hypersensitivity reaction,
p.561) may also occur, frequently 7 to 10 days after the
injection of serum of animal origin. 
Before injecting serum, information should be ob-
tained whenever possible as to whether the patient is
subject to hypersensitivity disorders or has received se-
rum injections before. Sensitivity testing should be per-
formed before giving antisera. The patient must be
kept under observation after giving a full dose of anti-
sera. Adrenaline injection and resuscitation facilities
should be available.

Uses and Administration
Antisera have the specific power of neutralising ven-
oms or bacterial toxins, or combining with the bacteri-
um, virus, or other antigen used for their preparation.
Most antisera in current use are antitoxins or antiven-
ins. The use of antisera to induce passive immunity has
declined; immunoglobulins are preferred. Although
antisera are defined as being of animal origin (see
above), the term antisera has been used in some coun-

tries to describe antitoxins of human origin (immu-
noglobulins).

Immunoglobulins
Immunglobuline; Inmunoglobulinas.
Иммуноглобулины

Description
Immunoglobulins are produced by B lymphocytes as
part of the humoral response to foreign antigens. Im-
munoglobulins used in clinical practice are prepara-
tions containing antibodies, usually prepared from hu-
man plasma or serum, and mainly comprise IgG.
Normal immunoglobulin, prepared from material from
blood donors, contains several antibodies against in-
fectious diseases prevalent in the general population,
whereas specific immunoglobulins contain minimum
specified levels of one antibody. Antibodies may also
be prepared by genetic engineering techniques.

Adverse Effects
Local reactions with pain and tenderness at the site of
intramuscular injection may follow the use of immu-
noglobulins. Hypersensitivity reactions, including,
rarely, anaphylactic reactions, have also been reported;
such reactions, though, are far less frequent than after
the use of antisera of animal origin. 
Some immunoglobulins are available as intravenous
preparations. Systemic reactions with fever, chills, fa-
cial flushing, headache, and nausea may occur, partic-
ularly at high rates of infusion.

Precautions
Strenuous efforts are made to screen human donor ma-
terial used in the preparation of immunoglobulins; the
transmission of infections, including hepatitis B and
HIV, which has been associated with the use of certain
blood products (see p.1056), does not appear to be a
problem with the immunoglobulins currently in use. 
IgA, present in some immunoglobulin preparations,
may give rise to the production of anti-IgA antibodies
in patients with IgA deficiencies, with the consequent
risk of anaphylactic reactions. For precautions in such
patients, see Hypersensitivity under Adverse Effects
and Precautions in Normal Immunoglobulins, p.2226.

Interactions
Immunoglobulins may interfere with the ability of live
vaccines to induce an immune response and a suitable
interval should separate their use (see Vaccines, Inter-
actions, p.2202).

Uses and Administration
Immunoglobulins are used for passive immunisation,
thus conferring immediate protection against some in-
fectious diseases. They are preferred to antisera of ani-
mal origin as the incidence of adverse reactions is lower. 
It is generally important to follow the conferment of
passive immunity, which is largely an emergency pro-
cedure, by the injection of suitable antigens to produce
active immunity.

Vaccines
Vacunas.
Вакцины

Description
Vaccines are traditionally preparations of antigenic
materials that are given with the objective of inducing
in the recipient active immunity to specific infecting
agents or toxins or antigens produced by them. They
may contain living or killed micro-organisms, bacterial
toxoids, or antigenic material from particular parts of
the infecting organism, which may be derived from the
organism or produced by recombinant DNA technolo-
gy. Vaccines may be single-component vaccines or

mixed combined vaccines. Vaccines against some non-
infectious diseases are being developed.
Storage. All vaccines are sensitive to heat to differing extents,
with oral poliomyelitis vaccines and measles vaccines the most
heat-sensitive of the commonly used vaccines. Freeze-dried vac-
cines become much more heat-sensitive once reconstituted. The
effect of heat on vaccines is generally irreversible loss of poten-
cy, but in some cases heat exposure may also cause the vaccine
to become more reactogenic. The system used for storing and
distributing vaccines at sufficiently low temperature is called the
cold chain, and consists of a series of storage and transport links
all designed to keep the vaccine at the correct temperature until
it reaches the user. WHO recommends1 that oral poliomyelitis
vaccines be stored at −25 to −15° and that, in general, freeze-
dried vaccines should be stored at 2 to 8°. 
Some vaccines are also sensitive to excessive cold, notably hep-
atitis B vaccines and Haemophilus influenzae vaccines, and care
should be taken not to store them at too low a temperature.1 
In addition to temperature sensitivity, some vaccines are also
sensitive to strong light, such as BCG vaccines, measles-contain-
ing vaccines, and rubella-containing vaccines. These are usually
supplied in dark brown glass vials for protection, but further care
should be taken to keep them covered.1 
Further advice concerning vaccine storage is given in the refer-
ences below.2-6

1. WHO. What are the correct conditions for storing EPI vaccines?
Available at: http://www.who.int/vaccines-access/vacman/
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2. Galazka A, et al.: Global Programme for Vaccines and Immuni-
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nvshglp-ldemv/index-eng.php (accessed 05/06/08)

Adverse Effects
Injection of a vaccine may be followed by a local reac-
tion, possibly with inflammation and lymphangitis. An
induration or sterile abscess may develop at the injec-
tion site. Fever, headache, and malaise may start a few
hours after injection and last for 1 or 2 days. Hypersen-
sitivity reactions may occur and anaphylaxis has been
reported rarely. 
Further details, if appropriate, of adverse effects of vac-
cines may be found in the respective individual mono-
graphs.
Anaphylaxis. In a retrospective study1 in the USA conducted to
quantify the risk of anaphylaxis after vaccination of children and
adolescents, only 5 cases potentially associated with vaccines
were identified from more than 7.5 million doses given. Vaccines
implicated were generally given in combination and included the
following components: diphtheria and tetanus; diphtheria, teta-
nus, and pertussis; hepatitis B; Haemophilus influenzae; mea-
sles, mumps, and rubella; and oral poliomyelitis. One case fol-
lowed measles, mumps, and rubella vaccine given alone. It was
concluded that vaccine-associated anaphylaxis is a rare event.
1. Bohlke K, et al. Risk of anaphylaxis after vaccination of children

and adolescents. Pediatrics 2003; 112: 815–20.
Long-term effects. The introduction of routine childhood vac-
cination has been accompanied by concerns over the safety and
possible long term sequelae of some commonly used vaccines.
Difficulties have arisen in distinguishing temporal and causal as-
sociations and in some cases the perceived dangers of vaccina-
tion have impeded uptake. Among the disorders that have been
temporally (but generally not causally) associated with child-
hood vaccination are neurological disorders, sudden infant death
syndrome, type 1 diabetes mellitus, and demyelinating disorders.
Information on adverse effects associated with specific vaccines
can be found under diphtheria, tetanus, and pertussis vaccines
(p.2210), hepatitis B vaccines (p.2215), influenza vaccines
(p.2218), measles, mumps, and rubella vaccines (p.2223), and
pertussis vaccines (p.2230). 
Additives or excipients have sometimes been alleged to be the
cause of adverse reactions—see below for further details. 
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