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Oral itraconazole for treatment of infantile hemangiomas
Updated clinical and mechanism research

Yuping Ran, MD & PHD

Dept. of Dermatology, West China Hospital,
Sichuan University, Chengdu, China

(Sasakawa Scholarship of Medical School, Juntendo University)

Patient 1 A girl, 55d 2011-11-23




Colonies were confirmed Candida
albicans
GenBank accession KC176533

(IR ERNERERIWIEEY  Ran Yuping, Cheng Shuang, et al.

walled spores .
Patient 1

A 2-month-old girl, weighing 4 kg,
presented with a 10-day history of an
ulcer on the hemangioma, locating in the
fold between the left buttock and thigh

10%KOH DEM (+), SDA fungal culture (+) 10%KOH DEM:(-) SDA fungal culture ()

CHROMagar chromogenic medium
turning green

Bacterial culture showed
Escherichia coli

il 3
10%KOH DEM() AL e 2
SDA fungal culture(+) 5 _".;+’ - L -
o .

Cefdinir 50mg/dX7d

1%naftfine-0.25%ketoconazole X14d

Mupirocin ointment for 19d

Diluted povidone-iodine wet dress for 12d

Patient 2 A 4-month-old girl, weighing 7 kg, had an ulcer and crusts
for 1 week in the right middle finger and ring finger based

on the right hand hemangiomas since her birth
Ran Yuping, Chen Shuang, et al.

SDA fungal culture (-)

10%KOH DME (+)




Patient 4 A 5-month-old girl, weighing 8 kg, had an obvious red
plaque in the upper abodmen since her birth, which were
diagnosed as hemangiomas.

Regular blood tests were normal N ‘

obvious red plaque in the front of the neck for 2
months, which were diagnosed as hemangiomas.

Regular blood tests were normal ‘

Itraconazole

S
aso(

Intermittent
itraconazole 33 mg/d
, Lo
ami T * ’
25
20
15
10
5
—,r—t,— >
A oab - A e a8 A A D o N e o )
Rl R Sl il Sl S S
LT e I e S S S AL QB
Patient 5 A 4-month-old boy, weighing 8 kg, had an

2013-05-02  2013-05-30 2013-08-06 2013-11-10 2014-2-11




. A 3-month-old girl, weighing 6.5 kg, had 3
Patient 6 hemangiomas behind the left ear for 0.5 month.
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2013-05-09 2013-06-18 2013-07-18 2013-10-31

2015-5-26 2015-9-30

\ \

2015-3-19 2015-4-21

\

Dermoscopy \

itraconazole oral solution 5mg/kg/d for 68d, total 2300 mg,
4 months follow up, no side effect.




2015-05-21 2016-03-05

132 d itraconazole oral solution 4500mg, no side effect, liver & kidney function normal

Conclusion
Itraconazole to infantile hemangiomas

» 22 babies (Male/Female=4/18)

» Efficacy: 72.73%

» Capsule or oral solution: Smg/kg/d
* Age: 2-10 (mean 4) months

e Duration: 9-168 (mean 73) days

* Dosage: 280-9000 (mean 3157) mg
» Safety: 1/3 mild, reversible diarrhea

* Down regulation of PI3K-AKT-mTOR and Hedgehog signaling
pathways, inhibition of hemangioma cell growth (apoptosis),....
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(Atypical Chemokine Receptors, ACKR)

Chemokine—Internalizing Proteins
Chemokine—Binding Protein
Atypical Chemokine Binders

Interceptors

Internal izing Receptor
Decoy Receptor

Silent Receptor

Sponge

Sink ,

Vacchini A, Locati M, Borroni EM. Overview and potential unifying themes of the atypical
chemokine
Bonecchi R, Grahe ypical Chemo 5 : heir Roles in the Resolution




ACKR —fE4L T W 2% ) R B 2 1 T R R

Duffy antigen receptor for chemokine, Duffy#$i/R#fLE T4k

Duffy antigen (Duffy#i/R), Duffy protein, Duffy Blood Group (DBG), Fy,
gpFy, CD234

D6 ccep2 (chemokine binding protein 2). CMKBR9 (chemokine
binding receptor 9). CCR9 (CC chemokine receptor 9), CCR10

CCX_CKR ChemoCentryx chemokine receptor

ChemoCentryx#&fb K 5244, CCRL1, CCR11
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Oncogene 2006

Duffy 7t 7 B BSR4 5 B FLIRE (n=5022, %)
FYa, FYb BC N 5y 0S  DBGPF

incidence metastasis
++ 29. 8 25.1 91.0 12. 3

33. 2 36.9 86. 5 84.9

45.6 41.0 83.3 2.4

Breast cancer 1992, Benign breast diseases 4020

Liu XF, Li LF, Ou ZL, Shen R, Shao ZM. Correlation between Duffy blood group
phenotype and breast cancer incidence. 2012, 12:374
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Mol Cancer Res 2008

CCX-CKR e s R+

120
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8 2 B 28 R 3B P
Time (ciays)

Clin Cancer Res 2009
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(RFS, OS)

26.1%

Breast Cancer Res Trear 2011
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Application of Carbon Nanoparticles

Suspension Injection to Stain Draining Lymph
Nodes of Thyroid
and Protect Parathyroid Glands in Total
Thyroidectomy

Xiaohai Tang, M.D. & Ph.D., Chief Scientist,
Chongqing Lummy Pharmaceutical Co., Ltd.

11th Sasakawa Memerial Medical Scholarship

2016.10

Background of application of carbon nanoparticles suspension
injection in China

Based on vital staining lymph nodes in surgical oncology with CH40 in Japan,
carbon nanoparticles suspension injection (CNPSI) has been researched,
developed and registed in China in 2004. Since then, it has been widely applied in
lymphadenectomy in China. The application between CNPSI and CH40 is similar
in both countries. In China ,there is a new application developed to distinguish
parathyroid glands (PG) from thyroid and lymph nodes so that the accidental
resection of PG is decreased. The following clinical data is from professor Zhu’s

team in West China Hospital of Sichuan University




Table cf. The risk of hypoparathyroidism (HP) post thyroidectomy

Surgical Transient HP | Permanent
HP

tal 2.1%

Total 16.4% 2.75%

Adjacent relationship between thyroid and PGs

Type A—close to thyroid (Al: clung to thy , A2: embedded in thyroid, A3: intrathyroidal)
Type B—NOT close to thyroid




Table 1. Clinical characteristics of the patients in the two groups

CNPSI group Control group P value
n=195 81

4338211.65 45.67%13.50
O e B S .
e B R R B N

CNPSI: carbon nanoparticles suspension injection; PTH: parathyroid hormone;
TT: total thyroidectomy; CLND: central lymph node dissection

Table 2. The details of PG identification in the two groups

Data is n0.(%) of total number of parathyroid gland identification. CNPSI: carbon
nanoparticles nsion injection; PG: parathyroid gland

Table 3. The details of PG reimplantation in the two groups

I =0 0
n=195 81
twere | oy | meesn | oo |

Data is n0.(%) of total number of parathyroid gland identification. CNPSI: carbon
nanoparticles suspension injection; PG: parathyroid gland




Table 4. The postoperative complications in the two groups

4(2.1) 6(3.3) 0.531
0.231

Date is n0.(%) of total number of parathyroid gland identification. CNPSI: carbon nanoparticles
suspension injection

v— E———

Sex
Male 9 25
Female 75 89
0

1

Tumor Location 0.260
Right 42 61
Left 29 39
Bilateral 16 10
Confined to isthmus 4

Multifocality(22)
PG preservation

Accidental PG resection

7
T classification
T 30
T2 3
T3 58
T4 3
ki
59

0163
74 0044

0.166

N classification
NO
N1

Surgical procedure
TT+ipsilateral CLND 32
TT+bilateral C 62

PG: parathyroid gland; TT: total thyroidectomy; CLND: central lymph node
dissection; CNPSI: carbon nanoparticles suspension injection

—-—w ~ RS
H 1 IOU‘M\‘ IIH




Table 6. Multivariate analysis of risk factors for transient hypoparathyroidism

0.021
rcscCtlon -

PG: parathyroid gland; OR: odds ratio; CI: confidence interval.

Table 7 Number of lymph node in the two groups

CNPS roup rolled gri
81
Mean number of LN 9.51+4.73 0.001

Mean number of 3.01*1.53 1.40%0.65 0.001
positive LN

Conclusion

CNPSI is safe to be applied in thyroidectomy and central neck

lymph node dissection. It is useful to distinguish PG from both
thyroid and lymph nodes, then to decrease transient HP; It also
increases yield of lymph nodes during central neck lymph node

dissection.

Thank You!
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y /\
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