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ABSTRACT
Introduction: Mucocutaneous hyperpigmentation is a dermatological condition that may be related to chemotherapy treatments, such 
as therapies using hydroxyurea (HU). HU is a cytostatic drug widely used in myeloproliferative diseases and is the main line of treatment 
for essential thrombocythemia (ET). The present study aims to report a rare case of mucocutaneous hyperpigmentation in a patient with 
ET. Case report: Male patient, 68 years old, 89 kg, diagnosed with ET using HU 2 g/day. After three months of therapy, he presented 
hyperpigmented brownish-colored lesions on the hands and oral cavity (tongue). In a decision shared with the assistant physician, the patient 
chose to continue using the drug. After six years of follow-up, the lesions remain stable. Conclusion: Mucocutaneous hyperpigmentation 
associated with HU therapy is a benign event secondary to the use of the drug and does not require discontinuation of use, however, its 
withdrawal or dose reduction usually leads to the reduction or disappearance of the lesions.
Key words: hyperpigmentation; hydroxyurea; thrombocythemia, essential.

RESUMO
Introdução: A hiperpigmentação mucocutânea é uma condição 
dermatológica que pode estar relacionada a tratamentos quimioterápicos, 
a exemplo das terapias com uso de hidroxiureia (HU). A HU é um fármaco 
citostático de amplo uso nas doenças mieloproliferativas e compõe a principal 
linha de tratamento da trombocitemia essencial (TE). O presente estudo 
tem por objetivo relatar um caso raro de hiperpigmentação mucocutânea 
em um paciente com TE. Relato do caso: Paciente do sexo masculino, 68 
anos de idade, 89 kg, com diagnóstico de TE, em uso de HU 2 g/dia. Com 
três meses de terapia, apresentou lesões hiperpigmentadas de coloração 
acastanhadas em pele das mãos e mucosa oral (língua). Em decisão partilhada 
com o médico-assistente, o paciente optou pela continuação do uso do 
medicamento. Após seis anos de acompanhamento, as lesões mantêm-se 
estáveis. Conclusão: A hiperpigmentação mucocutânea associada à terapia 
com HU é um evento benigno secundário ao uso do fármaco e não exige a 
interrupção de uso, porém, sua retirada, ou redução das doses, geralmente 
leva à diminuição ou ao desaparecimento das lesões.
Palavras-chave: hiperpigmentação; hidroxiureia; trombocitemia essencial.

RESUMEN
Introducción: La hiperpigmentación mucocutánea es una condición 
dermatológica que puede estar relacionada con tratamientos de 
quimioterapia, como las terapias con hidroxiurea (HU). La HU es un fármaco 
citostático ampliamente utilizado en enfermedades mieloproliferativas y es la 
principal línea de tratamiento de la trombocitemia esencial (TE). El presente 
estudio tiene como objetivo reportar un caso raro de hiperpigmentación 
mucocutánea en un paciente con TE. Informe del caso: Paciente masculino 
de 68 años, 89 kg, diagnosticado de TE mediante HU 2 g/día. A los tres 
meses de tratamiento presenta lesiones hiperpigmentadas de color pardusco 
en manos y cavidad oral (lengua). En una decisión compartida con el médico 
asistente, el paciente optó por continuar usando el medicamento. Tras seis 
años de seguimiento, las lesiones se mantienen estables. Conclusión: La 
hiperpigmentación mucocutánea asociada a la terapia con HU es un evento 
benigno secundario al uso del fármaco y no requiere la suspensión de su uso, 
sin embargo, su retirada o reducción de dosis suele conducir a la reducción 
o desaparición de las lesiones.
Palabras clave: hiperpigmentación; hidroxiurea; trombocitemia esencial.
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INTRODUCTION 

Hydroxyurea (HU) is a cytostatic medication which 
acts by inhibiting the enzyme ribonucleotide reductases 
in the phase S of cellular replication blocking the DNA 
synthesis and cellular division1-3. HU is frequently 
utilized in myeloproliferative diseases as a reversible 
myelosuppression agent effective in reducing platelets 
count with low level of hepatorenal toxicity and few drug 
interactions1,3-8. 

HU adverse effects are dose-dependent and reversible 
in up to 43% of the cases7,9,10. Tissues with high rate of 
cellular renovation as skin, mucosa and nails are target-
sites of the drug11. Table 1 describes HU2,3,6,7,9,10 related 
dermatological adverse effects.

thrombotic phenomena, mainly arterial, hemorrhages and 
risk of spontaneous miscarriage4,14. 

It is suggested acid acetylsalicylic to treat ET to prevent 
thrombosis in older adults and patients with no high 
risk of thrombosis. Otherwise, the first line of treatment 
is HU followed by pegylated alphainterferon4. Patients 
with platelets lower than 150.000/µL should not submit 
to cytoreductive therapy14. Even if unable to change the 
history, not preventing fibrotic or leukemic progression, 
HU is prescribed to prevent thrombotic complications, 
mainly in individuals with mutation JAK24,14.

The authors report a type of secondary mucocutaneous 
hyperpigmentation to the use of HU in patient with ET 
and compared with other reports of hyperpigmentation 
of oral mucosa with involvement or not of the tongue 
associated with HU and discuss the respective literature. 
The databases PubMed and SciELO were references for a 
short literature review in Portuguese and in English with 
the descriptors “hyperpigmentation” and “ hydroxyurea”, 
involving original review articles and case reports published 
between 1974 and July 2022. The Institutional Review 
Board of “Centro Universitário Presidente Antônio Carlos 
(Unipac-JF)” approved the study, report 5,515,386 (CAAE 
(submission for ethical review): 59254322.0.0000.5156).

CASE REPORT
 
Man, 68 years of age, 89 kg, Brown race, presented 

splenomegaly in March 2016, the ultrasound revealed the 
spleen measuring 14.5 cm in its longest diameter and was 
referred to the Hematology. Three proliferative-related 
diseases lab tests with 60 days interval showed persistent 
thrombocytosis (549,000/µL, 650,000/µL, 1,000.000/
µL), elevation of the levels of lactic dehydrogenases (549 
UI/L, 690 UI/L and 720 UI/L) and beta2-microglobuline 
(3.1 g/mL, 3.7 g/mL and 3.8 g/mL). 

The patient was submitted to bone marrow biopsy 
revealing megakaryocytic hyperplasia. The study of 
mutation of JAK2 was positive with normal medullar 
karyotype and negative BCR-ABL. The diagnosis of ET 
was confirmed, and the patient, after briefed about HU 
adverse effects described in the Informed Consent Form 
(ICF) initiated the treatment. Three months later, the 
patient presented brownish lesions at the labial mucosa, 
back of the tongue and hands (Figure 1).

The patient had already been informed about HU-
related adverse events and decided to continue with the 
drug. He is being monitored for six years with month 
consultations with hematologist and annually with 
the dermatologist and in use of HU 2 g/day, in good 
clinical conditions, correction of platelet count and 
mucocutaneous hyperpigmentation keeping the same 
initial aspect.

Table 1. Dermatologic and stomatological manifestations secondary 
to hydroxyurea use

Manifestations of lower 
complexity

Manifestations of 
higher complexity 

Mucocutaneous 

hyperpigmentation 

Skin xerosis 

Skin ulcerations 

Lichenoid skin rashes 

Alopecia

Oral aphthosis 

Dermatomyositis-like 

erythema 

Chromonychia 

Skin atrophy 

Desquamation of the 

face, hands and feet '

Leg ulcers 

Actinic keratosis 

Skin carcinoma

Notification of HU-related cutaneous toxicity is 
underestimated since the clinic is not exuberant and the 
course is benign7,10. Melanonychia is reported for most 
of the cases and hyperpigmentation of the oral cavity 
involving or not the tongue is rare1,3,7,12. 

Essential thrombocythemia (ET) is a clonal chronic 
myeloproliferative disease with platelets count greater or 
equal to 450,000/µL in two distinct occasions: presence of 
at least one mutation of the genes Janus kinase 2 (JAK2), 
calreticulin (CALR) and/or muscle lim protein (MPL) 
and exclusion of other thrombocytosis determinant 
etiologies4,13. Bone marrow evaluation is essential for 
differential diagnosis4. ET manifests with erythromelalgia, 
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Figure 1. A) Hyperpigmentation of labial mucosa; B) Hyperpigmentation 
of the surface of the back of the tongue; C) Hands with hyperchromic 
spots at the back and palm region without associated ungual 
involvement (black arrows)

DISCUSSION

To the best of the authors knowledge, this is the global 
12th report on oral hyperpigmentation associated with HU 
therapy. Table 21,3,8,12,15-21 compares reports of compromise 
of oral mucosa involving or not the tongue.

HU-induced non-ulcerative cutaneous toxicity 
occurs in 1.6% of the patients only22. However, 96% 
of the patients with myeloproliferative diseases can 
have HU-provoked cutaneous lesions and induced 

Table 2. Case reports of hyperpigmentation of oral mucosa and/or tongue by hydroxyurea 

Author Year 
Age 

of the 
patient

Sex Disease treated
Time of use of 
hydroxyurea*

Dose Location

Majumdar et al.15 1990 61 years Male Chronic granulocytic 
leukemia

4 years 9 g/day Oral mucosa, hands and forehead 

Gropper et al.16 1993 63 years Female Polycythemia vera 8 months 500 mg-1.5 
g/day

Labial mucosa, toes and feet nails 

Laughon et al.17 2000 51 years Female Human 
immunodeficiency 

virus 

1 month Not 
reported

Tongue, labial mucosa, perioral 
region, palms and soles, nails of 

feet and hands

Kumar et al.8 2002 Adult Male Psoriasis 9 weeks 1-1.5 g/day Tongue, skin and nails 

Issaivanan et 
al.18

2004 10 years Male Chronic myeloid 
leukemia 

3 months 40 mg/kg/
day

Hands, feet, face, neck, tongue, 
nails of the hands and feet 

Nofal e El-Din19 2012 68 years Female Chronic myeloid 
leukemia

9 years 1-1.5 g/day Tongue and nails

Murray et al.20 2016 63 years Male Essential 
thrombocythemia

2 years (nails), 4 
years and 5 months 

(tongue)

Not 
reported

Tongue, skin and nails 

Algarra et al.21 2017 45 years Male Essential 
thrombocythemia

1 year Not 
reported

Tongue, skin and nails 

Neculisean et al.1 2019 61 years Male Essential 
thrombocythemia

3 months 1.5 g/day Tongue, skin and nails 

Veillet-Lemay e 
Haber3

2018 44 years Female Essential 
thrombocythemia

3 months 1 g/day Tongue and nails

Alshammasi et 
al.12

2020 67 years Female Polycythemia vera 1 year and 5 months 500 mg/day Bilateral oral mucosa, gingiva, 
back of the tongue, hard palate, 

skin and nails 

Current clinical 
report 

2022 68 years Male Essential 
thrombocythemia

3 months 2 g/day Surface of the back of the tongue, 
labial mucosa and hands 

(*) To treat hyperpigmentation.

hyperpigmentation can reach 50%8,23. Of the 12 reports 
of mucocutaneous hyperpigmentation in the oral cavity 
with involvement of the tongue or not, ten presented 
baseline myeloproliferative diseases1,3,12,15,16,18-21.

No established relation between the dose of HU, time 
of use and appearance of hyperpigmentation exists1,3 
and in addition, cutaneous lesions have no predictable 
distribution3,7,10. Dermatologic side effects are more 
prevalent in long-term treatments and it is believed 
there is genetic predisposition associated with it3,9-11,22. 
The mean time of onset of hyperpigmentation of the 
12 cases portrayed in Table 21,3,8,12,15-21 was one year and 
six months, mode of three months and the mean age of 
11 cases was 54.6 years with modes of 61 and 68, with 
slight prevalence of males. The mean dose of HU was not 
determined because of the daily variation or lack of this 
information in some cases reported1,3,8,12,15-21.

Dermatologist follow-up is mandatory for long-term 
drug intake2,11 and also due to the possibility of malignant 
actinic keratosis transformation, understood as a HU-
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related possible manifestation of major complexity2,11. 
The patient investigated is followed-up annually by the 
dermatologist.

Mucocutaneous hyperpigmentation secondary to 
HU does not require discontinuation of the treatment; 
the withdrawal or reduction of the doses can diminish or 
determine the disappearance of the lesions7,10,11. Upon 
agreement with the hematologist and the patient in face 
of the specificities of the case, the dose of HU was kept 
with no progression or regression of the lesions.

CONCLUSION
 
The clarification to the patients before the therapy 

about the possible adverse effects of HU can minimize 
or mitigate the anxiety in face of its potential onset. 
Mucocutaneous hyperpigmentation associated with 
HU is benign, dose-unrelated and does not require 
discontinuation of the drug. Tongue is the most common 
site when this rare occurrence affects the oral cavity and the 
most compromised patients are those diagnosed with ET.

CONTRIBUTIONS

Daniela de Oliveira Werneck Rodrigues, Augusto 
Cézar Apolinário dos Santos, Nathália Chebli de Abreu 
and Monica Albuquerque Costa contributed to the 
study design, acquisition, analysis and interpretation 
of the data, wording and critical review. Thais Sette 
Espósito, Lucas Augusto Niess Soares Fonseca, Lucas 
Barra Mathiasi; Nathalia Noyma Sampaio Magalhães 
and Júlia Campos Fabri contributed to the study design, 
acquisition, analysis and interpretation of the data. All 
the authors approved the final version to be published.

ACKNOWLEDGMENT

To “Liga Acadêmica de Hematologia (HemoLiga)” and 
to “Serviço de Onco-Hematologia do Instituto Oncológico” 
both in Juiz de Fora, MG.

DECLARATION OF CONFLICT OF INTERESTS

There is no conflict of interests to declare.

FUNDING SOURCES

None.

REFERENCES

1. Neculiseanu E, Harewood J, Sidhu G. Hydroxyurea-
induced tongue hypermelanosis and transverse 

melanonychia. Cureus. 2019;11(12):e6311. doi: https://
doi.org/10.7759/cureus.6311

2. Simeonovski V, Breshkovska H, Duma S, et al. 
Hydroxyurea associated cutaneous lesions: a case report. 
Open Access Maced J Med Sci. 2018;6(8):1458-61. doi: 
https://doi.org/10.3889/oamjms.2018.320

3. Veillet-Lemay G, Haber RM. Hydroxyurea-induced 
oral hyperpigmentation: a case report and review of the 
literature. J Cutan Med Surg. 2018;23(1):111-3. doi: 
https://doi.org/10.1177/1203475418803074

4. Tefferi A, Vannucchi AM, Barbui T. Essential 
thrombocythemia treatment algorithm 2018. Blood 
Cancer J. 2018;8(2). doi: https://doi.org/10.1038/
s41408-017-0041-8

5. Cortelazzo S, Finazzi G, Ruggeri M, et al. Hydroxyurea 
for patients with essential thrombocythemia and a high 
risk of thrombosis. N Engl J Med. 1995;332(17):1132-7. 
doi: https://doi.org/10.1056/NEJM199504273321704

6. Lee KP, Vangipuram RK, Klimas NK, et al. Hydroxyurea-
induced hyperpigmentation with iron deposition. 
Dermatol Online J. 2019;25(10):9. doi: https://doi.
org/10.5070/D32510045820

7. Bulte CA, Hoegler KM, Kutlu Ö, et al. Hydroxyurea: 
a reappraisal of its cutaneous side effects and their 
management. Int J Dermatol. 2021;60(7):810-7. doi: 
https://doi.org/10.1111/ijd.15302

8. Kumar B, Saraswat A, Kaur I. Mucocutaneous adverse 
effects of hydroxyurea: a prospective study of 30 psoriasis 
patients. Clin Exp Dermatol. 2002;27(1):8-13. doi: 
https://doi.org/10.1046/j.0307-6938.2001.00947.x

9. Kennedy BJ, Smith LR, Goltz RW. Skin changes 
secondary to hydroxyurea therapy. Arch Dermatol. 
1975;111(2):183-187. doi: https://doi.org/10.1001/
archderm.1975.01630140041002

10. Serrano-Falcón C, Pugnaire MAF, Del Mar Serrano-
Falcón M, et al. Toxicoderma caused by hydroxyurea. 
Int J Dermatol. 2011;50(11):1435-7. doi: https://doi.
org/10.1111/j.1365-4632.2010.04517.x

11. Salmon-Ehr V, Leborgne G, Vilque JP, et al. Effets 
secondaires cutanés de l’hydroxyurée: étude prospective 
de 26 patients consultant dans un service de dermatologie. 
Rev Med Interne. 2000;21(1):30-4. doi: https://doi.
org/10.1016/S0248-8663(00)87226-4

12. Alshammasi B, Albasry Z, Meshikhes F. Oral 
hyperpigmentation associated with hydroxyurea in a 
patient with polycythemia vera: a case report. Clin Case 
Rep. 2020;8(10):1904-9. doi: https://doi.org/10.1002/
ccr3.3012

13. Barbui T, Thiele J, Gisslinger H, et al. The 2016 
revision of WHO classification of myeloproliferative 
neoplasms: clinical and molecular advances. Blood 
Rev. 2016;30(6):453-9. doi: https://doi.org/10.1016/j.
blre.2016.06.001

14. Godfrey AL, Campbell PJ, MacLean C, et al. 
Hydroxycarbamide plus aspirin versus aspirin alone 

https://doi.org/10.7759/cureus.6311
https://doi.org/10.7759/cureus.6311
https://doi.org/10.3889/oamjms.2018.320
https://doi.org/10.1177/1203475418803074
https://doi.org/10.1038/s41408-017-0041-8
https://doi.org/10.1038/s41408-017-0041-8
https://doi.org/10.1056/NEJM199504273321704
https://doi.org/10.5070/D32510045820
https://doi.org/10.5070/D32510045820
https://doi.org/10.1111/ijd.15302
https://doi.org/10.1046/j.0307-6938.2001.00947.x
https://doi.org/10.1001/archderm.1975.01630140041002
https://doi.org/10.1001/archderm.1975.01630140041002
https://doi.org/10.1111/j.1365-4632.2010.04517.x
https://doi.org/10.1111/j.1365-4632.2010.04517.x
https://doi.org/10.1016/S0248-8663(00)87226-4
https://doi.org/10.1016/S0248-8663(00)87226-4
https://doi.org/10.1002/ccr3.3012
https://doi.org/10.1002/ccr3.3012
https://doi.org/10.1016/j.blre.2016.06.001
https://doi.org/10.1016/j.blre.2016.06.001


Mucocutaneous Hyperpigmentation Associated with Hydroxyurea

Revista Brasileira de Cancerologia 2023; 69(1): e-042995 5

in patients with essential thrombocythemia age 40 
to 59 years without high-risk features. J Clin Oncol. 
2018;36(34):3361-9. doi: https://doi.org/10.1200/
JCO.2018.78.8414

15. Majumdar G, Heard SE, Slater NG. Reversible 
hyperpigmentation associated with high dose 
hydroxyurea. BMJ. 1990;300(6737):1468. doi: https://
doi.org/10.1136/bmj.300.6737.1468-c

16. Gropper CA, Don PC, Sadjadi MM. Nail and skin 
hyperpigmentation associated with hydroxyurea therapy 
for polycythemia vera. Int J Dermatol. 1993(10):731-
3. doi: https://doi.org/10.1111/j.1365-4362.1993.
tb02745.x

17. Laughon SK, Shinn LL, Nunley JR. Melanonychia and 
mucocutaneous hyperpigmentation due to hydroxyurea 
use in an HIV-infected patient. Int J Dermatol. 
2000;39(12):928-31. doi: https://doi.org/10.1046/
j.1365-4362.2000.00988-2.x

18. Issaivanan M, Mitu PS, Manisha C, et al. Cutaneous 
manifestations of hydroxyurea therapy in childhood: case 
report and review. Pediatr Dermatol. 2004;21(2):124-7. 
doi: https://doi.org/10.1111/j.0736-8046.2004.21207.x

19. Nofa l  A,  El -Din ES.  Hydroxyurea- induced 
dermatomyositis: true amyopathic dermatomyositis 
or dermatomyositis-like eruption? Int J Dermatol. 
2012;51(5):535-41. doi: https://doi.org/10.1111/
j.1365-4632.2011.05105.x

20. Murray NP, Echavarría M, Reculé F, et al. Acquired 
hyperpigmentation of the tongue associated with 
hydroxyurea: case report of a very rare location of 
a rare adverse effect. Glob J Dermatol Venereol. 
2016;4(1):12-3. doi: https://doi.org/10.12970/2310-
998X.2016.04.01.3

21. Algarra AC, Miguel RA, Romero FT, et al. Mucocutaneous 
lesions and nail pigmentation in a patient with essential 
thrombocytosis. Aust Fam Physician [Internet]. 2017 
[cited 2022 June 30];46(4):222-4. Available from: https://
www.racgp.org.au/afp/2017/april/mucocutaneous-
lesions-and-nail-pigmentation-in-a-p

22. Latagliata R, Spadea A, Cedrone M, et al. Symptomatic 
mucocutaneous toxicity of hydroxyurea in Philadelphia 
chromosome-negative myeloproliferative neoplasms: the 
Mister Hyde Face of a safe drug. Cancer. 2012;118(2):404-
9. doi: https://doi.org/10.1002/cncr.26194

Associate-Editor: Daniel Cohen Goldemberg. Orcid iD: https://orcid.org/0000-0002-0089-1910
Scientific-Editor: Anke Bergmann. Orcid iD: https://orcid.org/0000-0002-1972-8777

23. Cozzani E, Iurlo A, Merlo G, et al. Essential 
thrombocythemia: the dermatologic point of view. Clin 
Lymphoma Myeloma Leuk. 2015;15(12):739-47. doi: 
https://doi.org/10.1016/j.clml.2015.08.086

Recebido em 24/7/2022
Aprovado em 3/10/2022

https://doi.org/10.1200/JCO.2018.78.8414
https://doi.org/10.1200/JCO.2018.78.8414
https://doi.org/10.1136/bmj.300.6737.1468-c
https://doi.org/10.1136/bmj.300.6737.1468-c
https://doi.org/10.1111/j.1365-4362.1993.tb02745.x
https://doi.org/10.1111/j.1365-4362.1993.tb02745.x
https://doi.org/10.1046/j.1365-4362.2000.00988-2.x
https://doi.org/10.1046/j.1365-4362.2000.00988-2.x
https://doi.org/10.1111/j.0736-8046.2004.21207.x
https://doi.org/10.1111/j.1365-4632.2011.05105.x
https://doi.org/10.1111/j.1365-4632.2011.05105.x
https://doi.org/10.12970/2310-998X.2016.04.01.3
https://doi.org/10.12970/2310-998X.2016.04.01.3
https://www.racgp.org.au/afp/2017/april/mucocutaneous-lesions-and-nail-pigmentation-in-a-p
https://www.racgp.org.au/afp/2017/april/mucocutaneous-lesions-and-nail-pigmentation-in-a-p
https://www.racgp.org.au/afp/2017/april/mucocutaneous-lesions-and-nail-pigmentation-in-a-p
https://doi.org/10.1002/cncr.26194
https://doi.org/10.1016/j.clml.2015.08.086

	_heading=h.gjdgxs
	_heading=h.30j0zll
	_heading=h.1fob9te
	_heading=h.3znysh7
	_heading=h.hif9oinl8xfl
	_heading=h.a6vwu94ocl7l
	_heading=h.7vxf6eu3uqbo
	_heading=h.r4zvszb60ume
	_heading=h.tw4sqbky3ia0
	_heading=h.scli9fn4twj0
	_heading=h.a8mfbch60mx5
	_heading=h.459dzkeayrtr
	_heading=h.z4zat1tyc8f
	_heading=h.7nrzahsot3cz
	_heading=h.onwmd8e07w8g
	_heading=h.4dmgn8nizzaa
	_heading=h.wslf73vzg6p9
	_heading=h.cvaadrs8oj4w
	_heading=h.qo9vxinzimp7
	_heading=h.loqo2axxd4ut
	_heading=h.ug5urzkk8def
	_heading=h.fdbj8moqplbm
	_heading=h.6jpp5s20jma5
	_heading=h.u072wvok6xjw
	_heading=h.w5arnu9l9775
	_heading=h.tyjcwt
	_heading=h.3dy6vkm
	_GoBack
	_Hlk119926355
	_Hlk115711568
	_Hlk115711582
	_GoBack
	_Hlk119929983
	_GoBack
	_Hlk120884514
	_Hlk121818917
	_GoBack
	_Hlk121753053
	_heading=h.gjdgxs
	_heading=h.30j0zll
	_Hlk115711582
	_GoBack
	_Hlk103161165
	_Hlk121826979
	_Hlk121826963
	_Hlk121827246
	_Hlk124262952
	_Hlk108014513
	_GoBack
	_Hlk124258927
	_Hlk104892708
	_Hlk124517456
	tw-target-text
	tw-target-text1
	tw-target-text2
	tw-target-text3
	_Hlk26797404
	tw-target-text9
	_Hlk99718141
	tw-target-text7
	tw-target-text8
	_Hlk99718173
	tw-target-text13
	_Hlk115711568
	_Hlk115711582
	_Hlk124517340
	_GoBack
	_GoBack
	_heading=h.30j0zll
	_heading=h.1fob9te
	_heading=h.3znysh7
	_Hlk99540445
	_Hlk99540470
	_Hlk99540490
	_GoBack
	_Hlk124409238
	_GoBack
	_Hlk124850841
	_Hlk125362219
	_Hlk124850791
	_Hlk125379856
	_GoBack
	_Hlk112147127
	_Hlk119576436
	_Hlk125362310
	bookmark=id.30j0zll
	bookmark=id.1fob9te
	bookmark=id.gjdgxs
	_heading=h.3znysh7
	_Hlk119086850
	_Hlk119085993
	_GoBack
	_Hlk123904692
	_Hlk123904740
	_Hlk123904768
	_Hlk123904782
	_Hlk123904848
	_Hlk123904816
	_Hlk126143253
	_GoBack
	_Hlk126070872
	_Hlk126061133
	_Hlk126061162
	_Hlk115711582
	_Hlk126247415
	_GoBack
	_Hlk126235967
	_heading=h.1fob9te
	_heading=h.3znysh7
	_heading=h.2et92p0
	_heading=h.1t3h5sf
	_heading=h.4d34og8
	_heading=h.2s8eyo1
	_Hlk124259882
	_Hlk115711568
	_heading=h.30j0zll
	_Hlk115711582
	_GoBack
	_Hlk126154920
	_GoBack
	_Hlk125468944
	_Hlk80478171
	_Hlk63592060
	_Hlk80309358
	_Hlk63592138
	_Hlk63592570
	_Hlk126758504
	_Hlk126758224
	_GoBack
	_GoBack
	_Hlk126845873
	_Hlk115711582
	_Hlk127191489
	_GoBack
	_Hlk115299109
	_Hlk37085505
	_Hlk114988516
	_Hlk127360963
	_Hlk108434871
	_Hlk114900667
	_Hlk108439049
	_Hlk127357555
	_Hlk127264864
	_GoBack
	_Hlk108445455
	_Hlk108445568
	_Hlk108446056

