
 

 

 

Factors affecting the fetal hemoglobin levels in
patients with sickle cell anemia and thalassemia
Citation for published version (APA):

Dimovski, A. J. (1993). Factors affecting the fetal hemoglobin levels in patients with sickle cell anemia and
thalassemia. [Doctoral Thesis, Maastricht University]. Rijksuniversiteit Limburg.
https://doi.org/10.26481/dis.19931125ad

Document status and date:
Published: 01/01/1993

DOI:
10.26481/dis.19931125ad

Document Version:
Publisher's PDF, also known as Version of record

Please check the document version of this publication:

• A submitted manuscript is the version of the article upon submission and before peer-review. There can
be important differences between the submitted version and the official published version of record.
People interested in the research are advised to contact the author for the final version of the publication,
or visit the DOI to the publisher's website.
• The final author version and the galley proof are versions of the publication after peer review.
• The final published version features the final layout of the paper including the volume, issue and page
numbers.
Link to publication

General rights
Copyright and moral rights for the publications made accessible in the public portal are retained by the authors and/or other copyright
owners and it is a condition of accessing publications that users recognise and abide by the legal requirements associated with these
rights.

• Users may download and print one copy of any publication from the public portal for the purpose of private study or research.
• You may not further distribute the material or use it for any profit-making activity or commercial gain
• You may freely distribute the URL identifying the publication in the public portal.

If the publication is distributed under the terms of Article 25fa of the Dutch Copyright Act, indicated by the “Taverne” license above,
please follow below link for the End User Agreement:
www.umlib.nl/taverne-license

Take down policy
If you believe that this document breaches copyright please contact us at:

repository@maastrichtuniversity.nl

providing details and we will investigate your claim.

Download date: 22 May. 2023

https://doi.org/10.26481/dis.19931125ad
https://doi.org/10.26481/dis.19931125ad
https://cris.maastrichtuniversity.nl/en/publications/c43d2709-84d6-4e5e-abb3-6b10ea0e74f2


''A)- M . - - •• • •

~.; Stellingen

behorende bij Jiet proefschrift

Factors affecting the fetal hemoglobin levels
in patients with

sickle cell anemia and thalassemia

Aleksandar Jovo Dimovski

Maastricht
,, 25 november 1993



1. The polymorphic patterns of the (AT)x(T)v repeats
at -530 5' to the g-globin gene do not correlate
with the level of Hb F in patients with p-thalas-
semia major.

The determination of specific sequence variations
in the 5' f lanking region of the &y- and \ - g l o -
bin genes is a rel iable, time- and cost-effective
procedure fo r the determination of the major
pS haplotypes.

The C->T substitut ion at position -158 5' to
the Gy gene is the most consistent sequence vari-
at ion associated with the g$ and p-thal chro-
mosomes which are capable of conferring high
Hb F expression under the hematopoietic stress
of these diseases.

4. The possible influence of the sequence variations
in the 5' f lanking region of the Gy- and \ - g l o -
bin genes and in the LCR HS-2 on the overall
expression of the y-globin genes should be tested
in an experimental system where the conditions
of hematopoietic stress could be reproduced,
i . e . transgenic mice.

5. The s i lencing effect of the 3' HS-1 sequences
should be fu r ther evaluated through studies of
pat ients with additional deletions or mutations
wi th in th is sequence.

The improvement in DNA methodology, particularly
the PCR-related procedures, makes the determina-
t ion of various Hb variants by this technique
a method of choice when compared to the classical
protein chemistry analysis.



Gene therapy in hemoglobinopathies is hampered
mainly by the low efficiency of i n j e c t i o n , the
inability to obtain suf f ic ient ly enriched stem
cell population, and the r isks of inser t ional
mutagenesis.

8. The improvement in early survival of pat ients
with acute myocardial in farct ion treated with
streptokinase has s t i l l not been proven to be
associated with a long-term survival benef i t .

9. The determination of the frequencies of pa r t i c -
ular DNA polymorphisms should be established
in each population prior to t he i r implementation
in the forensic medical pract ice.

10. Administration of iron derivat ives in addi t ion
to erythropoietin faci l i tates the correct ion
of anemia in patients with normal and even
increased iron stores.

11. Mild mutations of the CFTR gene can be the cause
of infert i l i ty in otherwise normal male i n d i -
viduals.

12. Molecular medicine should be included as a sepa-
rate discipline in the curriculum of the Medical
Faculties.

13. The European Economic Community should recognize
The Republic of Macedonia under i t s genuine
name.


