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Abstract

OBJECTIVE: In this preliminary presentation the outcome of women following systemic treatment of cervical human papilloma virus (HPV) with a leukocyte ultrafiltrate is reported. METHODS: Cervical brush specimens of 819 women with low-grade CIN-1 were evaluated for HPV infection. HPV-positive patients were treated either by cone biopsy because of suspicious colposcopy or by antibiotics for symptoms of bacterial cervicitis. The remaining women were considered as asymptomatic carriers of HPV and underwent systemic therapy by a human leukocyte ultrafiltrate in a dosage of 5 IE, 6 times in the first 2 weeks, and additionally as a single dose at weeks 4, 6, 8 and 10. RESULTS: The leukocyte ultrafiltrate was administered to 97 HPV-positive women. In follow-up 88.7% were HPV negative at week 6; the remaining 11 women were tested negative after completion of a second course of therapy. CONCLUSIONS: These preliminary data on the successful treatment of HPV infection by a leukocyte ultrafiltrate are very promising but have to be supported by additional research.

Full Text

The Full Text of this article is available as a PDF (523K).

Selected References

This list contains those references that cite another article in PMC or have a citation in PubMed. It may not include all the original references for this article.

· Sherman ME, Schiffman MH, Lorincz AT, Manos MM, Scott DR, Kuman RJ, Kiviat NB, Stoler M, Glass AG, Rush BB. Toward objective quality assurance in cervical cytopathology. Correlation of cytopathologic diagnoses with detection of high-risk human papillomavirus types. Am J Clin Pathol. 1994 Aug;102(2):182–187. [PubMed] 

· Kataja V, Syrjänen S, Mäntyjärvi R, Yliskoski M, Saarikoski S, Syrjänen K. Prognostic factors in cervical human papillomavirus infections. Sex Transm Dis. 1992 19(3):154–160.May–Jun; [PubMed] 

· Lorincz AT, Reid R, Jenson AB, Greenberg MD, Lancaster W, Kurman RJ. Human papillomavirus infection of the cervix: relative risk associations of 15 common anogenital types. Obstet Gynecol. 1992 Mar;79(3):328–337. [PubMed] 

· Cuzick J, Terry G, Ho L, Hollingworth T, Anderson M. Human papillomavirus type 16 in cervical smears as predictor of high-grade cervical intraepithelial neoplasia [corrected]. Lancet. 1992 Apr 18;339(8799):959–960. [PubMed] 

· de Villiers EM, Wagner D, Schneider A, Wesch H, Munz F, Miklaw H, zur Hausen H. Human papillomavirus DNA in women without and with cytological abnormalities: results of a 5-year follow-up study. Gynecol Oncol. 1992 Jan;44(1):33–39. [PubMed] 

· Nuovo GJ, Moritz J, Walsh LL, MacConnell P, Koulos J. Predictive value of human papillomavirus DNA detection by filter hybridization and polymerase chain reaction in women with negative results of colposcopic examination. Am J Clin Pathol. 1992 Nov;98(5):489–492. [PubMed] 

· Yliskoski M, Tervahauta A, Saarikoski S, Mäntyjärvi R, Syrjänen K. Clinical course of cervical human papillomavirus lesions in relation to coexistent cervical infections. Sex Transm Dis. 1992 19(3):137–139.May–Jun; [PubMed] 

· von Krogh G, Hellberg D. Self-treatment using a 0.5% podophyllotoxin cream of external genital condylomata acuminata in women. A placebo-controlled, double-blind study. Sex Transm Dis. 1992 19(3):170–174.May–Jun; [PubMed] 

· Stellato G. Intralesional recombinant alpha 2B interferon in the treatment of human papillomavirus-associated cervical intraepithelial neoplasia. Sex Transm Dis. 1992 19(3):124–126.May–Jun; [PubMed] 

· Edwards L, Ferenczy A, Eron L, Baker D, Owens ML, Fox TL, Hougham AJ, Schmitt KA. Self-administered topical 5% imiquimod cream for external anogenital warts. HPV Study Group. Human PapillomaVirus. Arch Dermatol. 1998 Jan;134(1):25–30. [PubMed] 

· Lungu O, Sun XW, Felix J, Richart RM, Silverstein S, Wright TC Jr. Relationship of human papillomavirus type to grade of cervical intraepithelial neoplasia. JAMA. 1992 May 13;267(18):2493–2496. [PubMed] 

· Evans CH, Flugelman AA, DiPaolo JA. Cytokine modulation of immune defenses in cervical cancer. Oncology. 1993 50(4):245–251.Jul–Aug; [PubMed]

ПЕРЕВОД
ЦЕЛЬ: В этом предварительном сообщении представлены результаты системного лечения папилломовируса шейки матки  (HPV) лейкоцитарным ультрафильтратом.

 МЕТОДЫ:Получены соскобы у  819 женщин с низкой градацией CIN-1 и проведен анализ на  HPV инфекции. HPV-ПОЛОЖИТЕЛЬНЫХ пациентов лечили антибиотиками при подозрении на бактериальный цервицит.

 Оставшихся женщин расценивали  как бессимптомных переносчиков  папилломовируса HPV и подвергали  системной терапии человеческим лейкоцитарным ультрафильтратом  в дозировке 5 единиц, 6 раз за первые 2 недели, и дополнительно одну дозу   в недели 4, 6, 8 и 10.

 РЕЗУЛЬТАТЫ: лейкоцитарный ультрафильтрат вводился 97 HPV-ПОЛОЖИТЕЛЬНЫМ женщинам.

 В последующем  88.7 % стали  HPV отрицательны на  6 неделе.

У оставшихся 11 женщин после второго курса терапии результаты стали отрицательными.

 ЗАКЛЮЧЕНИЕ: Эти предварительные данные относительно успешного лечения  HPV инфекции лейкоцитарным  ультрафильтратом  являются очень многообещающими, но необходимо продолжить  дополнительные исследования.
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Prevelence of HPV in our population is estimated to be as high as 10% in women in the reproductive age, but significantly higher in symptomatic

patients. In the past decade convincing data on the relationship of human papilloma virus (HPV) infection to cervical neoplasia have been

published.

About 30 of more than 100 serotypes appear to be relevant in this respect. HPV detection seems to be associated with at least a 10 times greater risk of

cervical neoplasia. 1,z Lorincz et al.3 defined the following categories for the associated risk of common anogenital types:

1. low risk (HPV 6/11, 42, 43, 44)

2. intermediate risk (HPV 31, 33, 35, 51, 52, 58)

3. high risk/HPV 16

4. high risk/HPV 18.

The presence of oncogenic HPV conferred relative risks in the range of 65.1-235.7 for the occurrence of a high-grade lesion and 31.1-296.1 for an invasive cancer. However, an intermediate or high amount of HPV 16 DNA predicted the presence of high-grade CIN in a subsequent biopsy in almost 90% of patients, irrespective of the cytological grade of the referral smear.4 According to De Villiers et al. s the progression of HPV-positive women from normal cytology to CIN, or cancer, occurred at

an annual frequency of 0.082%. With an assumed infected life span of 45 years, the lifetime risk is  3.7%. On the other hand, in another study by

IMMUNOTHERAPY WITH HUMAN LEUKOCYTE ULTRAFILTRATE (SPITZBART AND HOYME

Nuovo et al.,6)  most women showed no evidence of squamous intraepithelial lesions on follow-up if the concurrent Pap smear was normal, even when

HPV-DNA was detected. This suggests that HPV detection per se does not necessarily correlate with subsequent squamous intraepithelial lesion. In addition, coexistent active cervical infections (e.g., chlamydial infection) seem to have no influence on the clinical course of HPV lesions, as reported by Yliskoski et al.,7 but suppression of local immunity

may be important.

Topical podophyllin and surgery have been used for years in the routine treatment of condylomata acuminata and HPV infection, respectively,

but podophyllotoxin, interferon, and imiquimod are alternatives under serious consideration. Von Krogh and Hellberg8 reported a complete and per manent cure with 0.5% podophyllotoxin cream in 77% of their study group (34 out of 44 patients).

Stellato9 achieved a complete response of 33% (8 of 24 women) in their study group and a partial regression one year after treatment of 58% (14 of 24 women) with recombinant 2b interferon administered by intra-/perilesional injection. Edwards et al.1 reported a 72% success rate in women with condylomata acuminata following treatment With 5% imiquimod cream, however, most reports about these latter regimen lack data concerning cervical HPV infection.

Considering the high prevalence of HPV infection, its infectious and oncogenic potential, as well as the poor treatment results, a great deal of interest is directed towards the evaluation of alternative therapies. In this preliminary investigation the outcome of women following systemic treatment of cervical HPV with a leukocyte ultrafiltrate is reported.
MATERIALS AND METHODS

Cervical brush specimen of 819 women with lowgrade CIN-1 were evaluated by means of in situhybridization (Biohit, Helsinki, Finland) and polymerase

chain reaction (PCR) (biotin marked primer, provided by A. Stelzner, University of Jena, Germany) for HPV infection at the Department of

Obstetrics and Gynaecology, Klinikum Erfurt. HPV-positive patients were treated either by cone biopsy because of suspicious colposcopy (e.g.,

punctated acetic white lesions) or by antibiotics for clinical symptoms of bacterial cervicitis. 
TABLE I. Prevalence of selected HPV types in

273 patients

HPV type Percent (%)

6 58.6

II 65.2

16 84.3

18 81.0

31 31.5

32 16.9

The remaining women were considered as asymptomatic carriers of HPV and underwent systemic therapy by a commercially available human leukocyte ultrafiltrat (LeukoNorm Cyto-Chemia(R), Ihringen, Germany) of patented, but not stated composition in a nonrandomized prospective fashion.
The inclusion criteria were as follows:

nonbacterial chronic cervicitis, HPV 16/18 positive,

low-grade CIN-1 (koilocytosis facultative), HPV 16/18 positive,

colposcopic signs of HPV-infection, HPV 16/18 positive, and

age >- 18 years, informed consent.

Women with histological proven carcinoma, CIN-2 or CIN-3, other untreated infections, or pregnancy were excluded from the treatment trial.

The leukocyte ultrafiltrate was suspended in a 5-ml isotonic NaC1 solution and administered intramuscularly (M. gluteus maximus) in a dosage of 5 IE (I.E. Internationale Einheit, International

Unit), six times in the first two weeks and additionally as a single dose at weeks 4 and 6 and if indicated because of HPV persistence at weeks 8

and 10.

All women were evaluated by PCR for HPV at week 6 and if still positive at week 10. In women testing positive at week 10, a second course of

therapy was administered (10 doses of 5 IE 2 weeks apart). Complete long-term follow-up was not possible for technical reasons.
RESULTS

A total of 33.3% of all women investigated (273/ 819) were found to be HPV positive. A total of 921 different strains of HPV were found, at least two in each of the patients (Table 1).

Therapy of the HPV-positive patients was as follows: 49 (17.9%) underwent cone biopsy and 127 (46.5%) were treated for cervicitis by antibiotics.

The leukocyte ultrafiltrate was administered to 97 (35.5%) HPV-positive women (mean age 27.0 years).

In follow-up 86 of the 97 patients who received leukocyte ultrafiltrate (88.7%) were HPV negative at week 6; the remaining 11 women tested negative after completion of therapy at week 30. All women were asymptomatic following treatment. Adverse reactions possibly due to the leukocyte preparation were not observed.
DISCUSSION

Convincing data in the literature support the hypothesis that cervical lesions referred to as CIN comprise two distinct and histologically separable entities: low-grade CIN-1 with HPV types 16, 18, or 33, in less than 30% of cases, and high-grade CIN-2 and CIN-3 associated with these types in almost 90% of cases. The high oncogenic risk types 16, 18, or 33 were detected in 29% of 100 cases with CIN-1 and in 88% of 176 cases with CIN-2 or CIN- 3.11 To put the reported findings into practice it

appears efficient, at present, to re-evaluate patients with oncogenic HPV types in association with lowgrade cytology, as well as women with high-grade cytology or suspicious colposcopy at frequent intervals.

The management of women with low-grade or borderline cytology is still unsettled. An efficient therapy for HPV infection would be promising,

since it is likely that it would be able to reduce the risk of subsequent carcinoma. However, other contributing risk factors such as smoking, drugs, promiscuity, immunosuppression or incompetence,

and chronic diseases also have to be taken into account.

In our study we used a leukocyte ultrafiltrate that is supposed to induce an immunological response by means of ribonucleopeptides of still unknown

structure. The mechanism is thought to be enhanced by immunological stimulation of proliferation and maturation of T-lymphocytes as well as

by stimulation of lymphokines, lz The same mode of action has been applied successfully in treatment of chronic infections in general medicine.

These preliminary data on the successful treatment of HPV infection by a leukocyte ultrafiltrate have to be supported by additional research focusing on two topics: (1) What is the mode of action of this  immunomodulating (ribonucleopeptide) substance and (2) is the surprisingly high cure rate reproducible and long lasting in a randomized,

double-blinded prospective study? Until now the leukocyte ultrafiltrate is registered in Germany for primary and secondary immunodeficiencie

and for immunocompromised hosts suffering from viral infections. Treatment of HPV infection by leukocyte ultrafiltrate, however,

is still experimental and rather expensive (pharmacy costs about $3500/case, so the indication for therapy is limited and to be defined with caution.

From our experience with patients suffering from persistent HPV infections, we can recommend immunotherapy as trial for the following cases: young fertile women with a desire for children, reliable in cytological control, and no indication for cone biopsy persistent HPV infection with type 16/18, especially with remaining koilocytosis after cone biopsy or laser treatment, or chronic HPV infection with recurrent suspicious cytology (also in pregnancy?).

However, in the current stage of research, the use of the leukocyte ultrafiltrate investigated has to be limited to proven low-grade CIN-1 in order not to postpone adequate therapy of possible carcinoma.
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