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Chapter VI

Discussion

Today, it is becoming increasingly evident that a

delicate balance exists betwee invading virus and the

natural defenses of the idiated immunity responses

are considered to be of e in these defense

mechanisms. a thera ‘n retard viral
replication processe »
presumably to augment i ¥ ﬁ:zfﬁﬂgvv E insberg &
Glasky ; 1977).

transplantation may

subjects who have inta h :sponsive immune systems

development of an iiaﬁna AiE-C} may attenuate
virus-induced pathology.but may ngt ultimately contribute to

exsatctson of b b NEIAS WA S oeamce. an

alternative nnd more rational’ approach, to the trgatment of active

cieus 1o QYA PANTUH BATIENRRY corsecanc

mechanisms.

Both cell-mediated and humoral immune responses are

stimulated in wart infections. CMI responses are of major role
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in the resolution of warts, however. Antibody production is
associated with wart regression but it is not known whether this
is the cause or the result of the regression ( Matthew and
Shirodaria , 1973 ). Antibodies are deposited in wart lesions
but this occurs more often with exudation ( Matthew and
Shirodaria, 1973). Also, antibodies persist or are elevated in

the progression of wart,
(Viac et al., 1977). e

Tagami et al., 978, re a spontaneous

regression of flat ware® g 8 de by lammatory infiltrate
consisted mostly of mgfiom fkfdffi‘f our study, mononuclear
cell infiltrate cons , ‘ } and OKT-8 positive
cells are found to i cgfafe in numbers in lesions showing
clinically evident resSo t{__, f”g ";‘ nt with Inosine

pranobex (figures 16 thrb ." “Th lesions exhibiting no

of intarast ia the finding that patients in whom

lymphocytic 1nﬂ1ﬁﬁ€‘]ww;ﬂﬁ’ﬂ ?th.i.n the lesions

prior to treatmént showed r&gid raspnnaa while thase whose warts
were histhw qmwmw w ﬁ%e .Berman and
Hinkelmnnn,in 1983,also demonstrated that mononuclear cell
infiltration preceded regression by several weeks(Berman and
Winkelmann,1983). They also found that patients whose warts

failed to regress showed no inflammatory cell infiltrate in their
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lesions. Surprisingly ,however, 'in our study no warts showed
signs.uf inflammation or necrosis clinically despite the presence
of inflammtory cell infiltrate histologically. Some authors
noted that warts appeared dark upon healing due to hemorrhage and
thrombosis of small blood vessels (Brodersen and Genner, 1973;

Matthews and Shirodaria,1973). This finding is also not seen in

our patients. Response tqigy»- obex was seen within

2 weeks after initiatios 1 who responded at all.
This finding may suggesd pobex acts as an
immunostimulator by functions provided
that immunological sffimulatién ha take lace. This is in

agreement with the —op | Inosine pranobex is
active only when lymg tivated" (Ginsberg &
Glasky, 1977; Hadden € :xj. _Jff? ;-», Mezny and Jackson,

1972; Longley, Dunning ’3). A skin biopsy of a

lesion may then be cnnniqu§§;“1 ghat predictable of therapeutic

ul‘l

success.

As nant.immd before, lmmunity awurt infections
e “@qﬁﬂﬁ" KTk K T A
= IR AR ANe18Y

1. lement—madinted lysis following activation by
immunoglobulin antibodies attached to target cells
2. antibody-dependent cell-mediated cytotoxicity(ADCC)

3. T-cell mediated cytolysis
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4. specifically activated macrophage killing

5. natural killer cells

(Tagami et al.,1983)

The facts that most cells found in lesions of warts

undergoing spontaneous regression are of T-lymphocytes and

chanisms mentioned in 3 and 4.
By light & electron mic yscCopy @ wmunohistochemical methods,
cﬁ two major patterns,

the cellular infiltrates-are fohin

that of allergic contaci

In lesions lergic contact

dermatitis, Langarhﬁ s Lal is : SEE in number both in the
epidermis and the dezmig./ g hey are demonstrated by

electron microscopy tg' b *&5 } tc the infiltrating

-

e

lymphocytes, the phenon my:’TxiﬁL _ antigenic presentation in
allergic contact damnti@aw

In lesiapé showing aracteristics, mononuclear

cell infiltrate cumEL : mainly T-lyﬁEanytas are confined
underneath the ?j%ii ichenoid fashion. The wart
epidermis ahaﬂﬁ ugmgﬂﬂiﬁj cells and

spongios Wgﬁ keratinocytes
wermesne L R0 A AL

importance, is the feature known of as "satellite cell necrosis"
characteristic of GVHR which is also found in regressing wart

lesions. In late lesions the whole epidermis is effaced.
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The exact mechanisms whereby lymphocytes exert their
effects through stimulation by Inosine pranobex in wart
regression is uncertain. Some of our findings are compatible

with the abovementioned features involved in GVHR e.g.,

4. flatten.

However, in

composed mainly of C: ‘while in our study

both helper/inducer ang 0

ic cells are found in

One may ask hqwﬁﬁﬁﬁf 48 @mmunity will last. By using

;1 ibition, leukocyte
===

migration inhibitiom )electrophoresis) it

was found that the iq?unity did nut lust more than 3 months

(Morison, 19?5ﬂ HWW§WMﬂ ‘ﬁasar (lymphocyte

transfnrmatinn} it was cunclgdad thnt the immunity was very long-
toscng G PG B M) 4 48} pirion s
strongest stimulation followed by those with active infection and
control group respectively (Ivanyi and Morison, 1976). The
response was also specific for patients only showed response to

wart antigen stimulation but not to PPD (Morrison, 1975b).
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0f special interest is the question why certain patients
did not respond to Inosine pranobex. Clinical types and duration
of lesions may be determinant in the therapeutic response.
However, our limited number of subjects does not permit us to
verify their significance. Also, of importance, is the

individual difference in drug response. Unlike antibiotic

‘ H’/&:tautiven&sa of the prohost

therapy specific for bacterd

antiviral therapy depe ;
Genetic and environmen _

: e than the virus.
; _as the individuals’
sex, age, nutrition immunologic status
may be determinant ., 1977). It is also
speculated that Inosifie puan  1"--"i3v interaction with the
endogenous production : f}jil'?' ."fl is shown through

individual differences 3¢ ; ' y6gefst, and Schoepf, 1986).

for treatment failure in

chronic wart 1nfacﬁqg-- is that » being within the

stratum corneum, arda SO e estered” from the body immune

response. Thus thaiﬂm muno ngig surveillance. A

local treatment modalities may hawe their place in this situation

especially if uﬂ anﬂ mnﬁlmaﬂﬁprnmbﬂ-

U
Cryothera d_paints {suchfhs caustt:jiisnta} sumably cause
rrremmee RN LMD AT EAREL e o sacome
sensitized to wart antigens (Morrison, 1975a) and thus allow

Inosine pranobex to exert its lymphocyte stimulating effects.

patient No. 6, after completed the study, was successfully
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treated with the combined use of local treatment while he never

did so before Inosine pranobex was administered.

Two weak points in this study are the limited number of
subjects and the lack of control group. Therefore, we cannot
really exclude spontaneous regression especially in patients

whose warts had been present f ess than 2 years. However by

temporal association, it that the regression is

r be used as an

ple warts, in whom
as part of a combined
\Harta. Successful
who show lymphocytic

inical response can be

Adverse ;# 8§ are noc ,ﬁg“am with Inosine
pranobex trantnent.EB se in serun uria acid levels, though

statistically fﬁznifiia.;, is always transient. The only

3 bededd BLHCE L) Wk Furtner stuay for

dosage reductinn may be warranted.

ARIANN I {%91ANYA Y

drawback is th
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