
CONCLUSION

The analysis of success and failure in the treatment of

squamous cell cancer of the larynx is a diYcult task because

of the shortcomings of the actual staging system and the

general lack of randomised prospective controlled studies.

The indication to use the systemic approach of chemotherapy

to solve the overwhelmingly local problem of non-advanced

glottic cancer should be backed by statistical evidence of

increased local control and survival. At the moment, there is

no evidence that chemotherapy is a valid alternative to sur-

gery and/or radiotherapy in non-advanced and little evidence

in advanced glottic cancer. The patient even risks losing a

potentially curative surgical option by tumour progression

under chemotherapy. Chemotherapy should be used in well-

de®ned, controlled clinical trials onlyÐthe most promising

way to con®rm potential advantages of chemotherapy in the

local and systemic therapy concept of glottic cancer.
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Treatment of head and neck cancer has traditionally been

surgery and/or radiotherapy depending on the site and extent

of the tumour. Chemotherapy has been reserved for pallia-

tion. In recent years, however, in order to improve loco-

regional control, organ preservation and survival, induction

chemotherapy has also been introduced in the multimodality

treatment of head and neck including laryngeal cancers [1±6].

W. Mendenhall and M.A Holtz have expressed their

opposing views regarding the impact of chemotherapy as ®rst

and single treatment for glottic cancer. Mendenhall is aware

that only a small number of early-stage glottic cancers will be

cured with chemotherapy alone, but expects to select by

the tumour response potentially radiosensitive, otherwise

unfavourable high-volume tumours for successful radio-

therapy. Hotz however, argues that glottic cancer can eVec-

tively be treated by local therapies, therefore the use of

chemotherapy means an insuYcient treatment at a consider-

able cost and systemic side-eVects.

Treatment of glottic cancer depends primarily on localisa-

tion and stage of the tumour, in¯uenced by preferred treat-

ment traditions originating from geography- and speciality-
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derived diVerences. Over 60% of glottic cancers are dis-

covered at an early (T1, T2) stage, and treated with curative

intent using single modality therapies with an organ pres-

ervation success rate of 75±97%. Controversy still exists

between surgeons [7±13] and radiotherapists [14±17] on the

priority of methods. Following either treatment, however,

local recurrence remains an important problem especially in

T2 diseases [2, 6, 9, 12]. Advanced, resectable glottic cancers

can be treated with radical surgery followed by radiotherapy

or, in order to preserve the larynx, with radiotherapy ®rst and

surgery for salvage [3, 6, 9, 11, 17].

One must also keep in mind when choosing therapy that

patients treated successfully for their glottic cancer face an

increased incidence (3±5% per year) of developing second

primary malignancies in the upper aerodigestive tract. Con-

sequently, repeated treatments in the same region might be

necessary in the future life of the patient [18]. The eVective-

ness of these is one of the most important factors determining

survival [15, 19±21]. No data exist regarding the in¯uence of

induction chemotherapy on the development and response to

therapy of the second primary cancers.

For all of the above-mentioned reasons the search for new,

more eVective treatment modalities continues. Theoretically,

induction chemotherapy has several advantages including:

minimal risk of developing drug resistance, reduction of the

primary tumour in size, better local control and safer organ

preservation, identi®cation of patients with responding

lesions as those who might bene®t from radiotherapy and

treatment of occult metastatic disease [4, 6, 22].

Constant attempts to develop reliable prognostic histolo-

gical or serum markers regarding the expected biological

behaviour, including radio- and chemosensitivity of the

tumours have not yet provided satisfying results [23±28].

In the absence of prospective randomised trials in early-

stage cases, limited data of the results in advanced cases, and

without reliable prognostic markers it is diYcult to support

either view on the potential bene®ts of induction chemo-

therapy in glottic cancer. Results of traditional surgery and

radiotherapy, especially in early cases, are relatively good.

Therefore, until more proof is found in favour of induction

chemotherapy, it should be used according to well-de®ned

protocols only, and in centres of highly developed practice in

traditional therapies. The evaluation of results of prospective,

randomised clinical trials and the improving biological sta-

ging methods of the tumours by new predictive factors will

hopefully make it possible to select the right patients for the

right treatment modalities in the future.

1. Corvo R, Sanguineti G, Benasso M. Biological and clinical
implications for multimodality treatment in patients aVected by
squamous cell carcinoma of the head and neck. Tumori (Italy)
1998, 84, 217±222.

2. Laccourreye O, Diaz EM, Bassot V, Muscatello L, Garcia D,
Brasnu D. A multimodal strategy for the treatment of patients
with T2 invasive squamous cell carcinoma of the glottis. Cancer
1999, 85, 40±46.

3. Parsons JT, Mendenhall WM, Stringer SP, Cassisi NJ. T4
laryngeal carcinoma: Radiotherapy alone with surgery reserved
for salvage. Int J Radiat Oncol 1998, 40, 549±552.

4. Schrijvers D, Lefebvre JL, Vermorken JB. Ongoing trials in
patients with head and neck cancer. Eur J Surg Oncol 1997, 23,
476±485.

5. Vokes EE. Combined-modality therapy of head and neck can-
cer. Oncology (Huntingt) 1997, 11(Suppl 9), 27±30.

6. Department of Veterans AVairs Laryngeal Cancer Study Group.
Induction chemotherapy plus radiation compared with surgery
in patients with advanced laryngeal cancer. N Engl J Med 1991,
324, 1685±1690.

7. Czigner J, NeÂmeth Gy, SaÂvay L. Vergleich der Radiotherapie
und funktionellen Chirurgie des Glottiskarzinom.Zbl. HNO
1994, 144, 780±784.

8. Eckel HE, Thumfart WF. VorlaÈu®ge Ergebnisse der endolaryn-
geaien Laserresectionen von Kehlkopfkarzinomen. HNO 1990,
38, 179±183.

9. Glanz H, Kimmich T, Eichhorn T, Kleinsasser O. Behandung-
sergebnisse bei 584 kehkopfcarcinomen an der Hals-Nasen-
Ohrenklinik der UniversitaÈt Marburg. HNO 1989, 37, 1±10.

10. Hirano M, Hirade Y, Kawasaki H. Vocal function following
carbon dioxide laser surgery for glottic carcinoma. Ann Otol
Rhinol Laryngol 1985, 94, 232±235.

11. Kleinsasser O, Glanz H, Kimmich T. Endoscopische Chirurgie
bei Stimmlippenkarzinomen. HNO 1988, 36, 412±416.

12. Thomas JV, Olsen KD, Neel HB, DeSanto LW, Suman VJ.
Early glottic carcinoma treated with open laryngeal procedures.
Arch Otolaryngol Head Neck Surg 1994, 120, 264±268.

13. Wetmore SJ, Key JM, Suen JY. Laser therapy for T1 glottic
carinoma of the larynx. Arch Otolaryngol Head Neck Surg 1986,
112, 853±855.

14. Foote RL, Buskirk SJ, Grado GL, Bonner JA. Has radiotherapy
become too expensive to be considered a treatment option for
early glottic cancer? Head Neck 1997, 19, 692±700.

15. Narayana A, Vaughan ATM, Fisher SG, Reddy SP. Second
primary tumors in laryngeal cancer: results of long-term follow-
up. Int J Radiat Oncol 1998, 42, 557±562.

16. O'Sullivan B, Mackillop W, Gilbert R, et al. Controversies in the
management of laryngeal cancer: results of an international
survey of patterns of care. Radiother Oncol 1994, 31, 23±32.

17. van derVoet JCM, Keus RB, Hart AAM, Hilgers FJM, Bartelink
H. The impact of treatment time and smoking on local control
and complications in T1 glottic cancer. Int J Radiat Oncol 1998,
42, 247±255.

18. Miyahara H, Sato T, Yoshino K. Radiation-induced cancers of
the head and neck region. Acta Otolaryngol Suppl (Stockh) 1998,
533, 60±64.

19. Dhooge J, De Vos M, Van Cauwenberge PB. Multiple primary
malignant tumors in patients with head and neck cancer: results
of a prospective study and future perspectives. Laryngoscope
1998, 108, 250±256.

20. Fujita M, Rudoltz MS, Canady DJ, Patel P. Second malignant
neoplasia in patients with T1 glottic cancer treated with radia-
tion. Laryngoscope 1998, 108, 1853±1855.

21. LeoÂn X, Quer M, Diez S, OruÂs C, LoÂpez-Pousa A, BurgueÂs J.
Second neoplasm in patients with head and neck cancer. Head
Neck 1999, 21, 204±210.

22. Wolf GT, Hong WK. Induction chemotherapy for organ pres-
ervation in advanced laryngeal cancer: is there a role? Head Neck
1995, 12, 279±283.

23. El-Naggar G, Coombes MM, Batsakis JG, Hong WK, Goepfert
H, Kagan J. Localization of chromosome 8p regions involved in
early tumorigenesis of oral and laryngeal squamous carcinoma.
Oncogene 1998, 16, 2983±2987.

24. JaÈckel MC, Dorudian MA, Marx D, Bririck U, Schauer A,
Steiner W. Spontaneous apoptosis in laryngeal squamous cell
carcinoma is independent of bcl-2 and bax protein expression.
Cancer 1999, 85, 591±599.

25. Gonzalez FM, Vargas JA, Lopez-Cortijo C, et al. Prognostic sig-
ni®cance of natural killer cell activity in patients with laryngeal
carcinoma. Arch Otolaryn Head Neck Surg 1998, 124, 852±856.

26. Gunduz M, Ayhan A, Gullu I, et al. nm23 protein expression in
larynx cancer and the relationship with metastasis. Eur J Cancer
1997, 33, 2338±2341.

27. Murray JD, Carlson GW, McLaughlin K, et al. Tumor angio-
genesis as a prognostic factor in laryngeal cancer. Am J Surg
1997, 174, 523±526.

28. Pena JC, Thompson CB, Recant W, Vokes EE, Rudin CM.
Bcl-xl and Bcl-2 expression in squamous cell carcinoma of the
head and neck. Cancer 1999, 85, 164±170.

Current Controversies in Cancer 1313


