أ

داﻧﺸﮕﺎه ﻋﻠﻮم ﭘﺰﺷﻜﻲ و ﺧﺪﻣﺎت درﻣﺎﻧﻲ ﺗﻬﺮان
ﭘﺮدﻳﺲ ﺑﻴﻦ اﻟﻤﻠﻞ -داﻧﺸﻜﺪه داروﺳﺎزي

ﭘﺎﻳﺎن ﻧﺎﻣﻪ
ﺟﻬﺖ اﺧﺬ درﺟﻪ دﻛﺘﺮي ﻋﻤﻮﻣﻲ داروﺳﺎزي
ﻋﻨﻮان

ﺗﻬﻴﻪ و ﺗﻌﻴﻴﻦ ﺧﺼﻮﺻﻴﺎت ﮔﺮاﻧﻮل اﻣﭙﺮازول ﺟﻬﺖ ﺗﻬﻴﻪ ﺳﻮﺳﭙﺎﻧﺴﻴﻮن
ﺧﻮراﻛﻲ ﺑﺮاي ﻛﻮدﻛﺎن و ﻣﻘﺎﻳﺴﻪ ﭘﺎﻳﺪاري و ﺧﺼﻮﺻﻴﺎت ﻓﻴﺰﻳﻜﻮﺷﻴﻤﻴﺎﻳﻲ آن
ﺑﺎ ﻧﻤﻮﻧﻪ ﺧﺎرﺟﻲ

اﺳﺘﺎد راﻫﻨﻤﺎ:

آﻗﺎي دﻛﺘﺮ ﺣﻤﻴﺪ اﻛﺒﺮي ﺟﻮار

اﺳﺘﺎد ﻫﻤﻜﺎر :
آﻗﺎي ﻛﻴﺎن ﻧﻮاﻳﻲ

ﻧﮕﺎرش

ﻧﮕﻴﻦ ﺳﻮري
ﻣﺎه/ﺳﺎل

ﺑﻬﻤﻦ 95

ب

ﭼﻜﻴﺪه ﻓﺎرﺳﻲ:
ﻣﻘﺪﻣﻪ :ﺑﻴﻤﺎري ﻫﺎي اﺳﻴﺪ ﭘﭙﺘﻴﻚ ﺷﺎﻣﻞ ﻣﺠﻤﻮﻋﻪ اي از آﺳﻴﺐ ﻫﺎي ﮔﻮارﺷﻲ ﻣﻲ ﺑﺎﺷﺪ ﻛﻪ در
ﻧﺘﻴﺠﻪ ي ﺗﻮﻟﻴﺪ ﺑﻴﺶ از ﺣﺪ اﺳﻴﺪ ﻣﻌﺪه ﺑﺮﮔﺸﺖ ﻣﺤﺘﻮﻳﺎت ﻣﻌﺪه ﺑﻪ ﻣﺮي ﻋﻔﻮﻧﺖ ﺑﺎ ﻫﻠﻴﻜﻮﺑﺎﻛﺘﺮ و ﻳﺎ
ﻣﺼﺮف ﻃﻮﻻﻧﻲ ﻣﺪت داروﻫﺎي ﺿﺪ اﻟﺘﻬﺎب ﻏﻴﺮ اﺳﺘﺮوﻳﻴﺪي در ﺑﺎﻓﺖ ﻣﻌﺪه و ﻣﺮي و اﺑﺘﺪاي روده
ﺑﺎرﻳﻚ ﺑﻪ وﺟﻮد ﻣﻲ آﻳﻨﺪ.ﺑﻴﻤﺎري ﻫﺎي رﻓﻼﻛﺲ ﻣﻌﺪه ﺑﻪ ﻣﺮي و زﺧﻢ اﺑﺘﺪاي دوازدﻫﻪ ﻣﻬﻢ ﺗﺮﻳﻦ
ﺗﻈﺎﻫﺮات ﺑﺎﻟﻴﻨﻲ ﺷﻨﺎﺧﺘﻪ ﺷﺪه ﺑﻴﻤﺎري اﺳﻴﺪ ﭘﭙﺘﻴﻚ ﻫﺴﺘﻨﺪ.ﻃﺒﻖ آﻣﺎر ﻣﻨﺘﺸﺮ ﺷﺪه در ﺳﺎل 2016
ﻧﺰدﻳﻚ ﺑﻪ  %20ﻣﺮدم ﺟﻬﺎن ﺑﻪ ﻧﻮﻋﻲ از اﻳﻦ دﺳﺘﻪ از ﻋﺎرﺿﻪ ﮔﻮارﺷﻲ ﻣﺒﺘﻼ ﻫﺴﺘﻨﺪ.اﻏﻠﺐ ﺑﻴﻤﺎران
ﻣﺒﺘﻼ ﺑﻪ اﻳﻦ ﺑﻴﻤﺎري ﺑﺎ ﻣﺼﺮف آﻧﺘﺎﺳﻴﺪﻫﺎ ﻣﺜﻞ ﺳﻮﺳﭙﺎﻧﺴﻴﻮن آﻟﻮﻣﻴﻨﻴﻮم ام ﺟﻲ اس

ﺑﻼﻛﺮﻫﺎ

)راﻧﻴﺘﻴﺪﻳﻦ و ﻓﺎﻣﻮﺗﻴﺪﻳﻦ( و ﻣﻬﺎر ﻛﻨﻨﺪه ﻫﺎي ﭘﻤﭗ ﭘﺮوﺗﻮن )اﻣﭙﺮازول و ﻻﻧﺰوﭘﺮازول( درﻣﺎن ﻣﻲ
ﺷﻮﻧﺪ.اﮔﺮ زﺧﻢ ﮔﻮارﺷﻲ اﻳﺠﺎد ﺷﺪه ﻧﺎﺷﻲ از ﻋﻔﻮﻧﺖ درﻣﺎن ﻧﺸﺪه ﺑﺎ ﻫﻠﻴﻜﻮﺑﺎﻛﺘﺮ ﺑﺎﺷﺪ دارودرﻣﺎﻧﻲ ﺑﻪ
ﺻﻮرت ﻣﺼﺮف آﻧﺘﻲ ﺑﻴﻮﺗﻴﻚ ﻣﺜﻞ آﻣﻮﻛﺴﻲ ﺳﻴﻠﻴﻦ و ﻛﻼرﻳﺘﺮوﻣﺎﻳﺴﻴﻦ ﺑﻪ ﻣﺪت ﭼﻬﺎرده روز اﺳﺖ.
ﻫﺪف:ﺗﻬﻴﻪ ﻓﺮم داروﻳﻲ ﮔﺮاﻧﻮل اﻣﭙﺮازول و ﻣﺼﺮف ﺑﻪ ﺻﻮرت ﺳﻮﺳﭙﺎﻧﺴﻴﻮن در ﻛﺸﻮر ﺟﻬﺖ اﺳﺘﻔﺎده
ﺑﻬﻴﻨﻪ ﺷﻴﺮﺧﻮاران و ﻛﻮدﻛﺎﻧﻲ ﻛﻪ ﻗﺎدر ﺑﻪ ﻣﺼﺮف ﻛﭙﺴﻮل ﻧﻴﺴﺘﻨﺪ و ﻣﻘﺎﻳﺴﻪ ﭘﺎﻳﺪاري و ﺧﻮاص
ﻓﻴﺰﻳﻜﻮﺷﻴﻤﻴﺎﻳﻲ آن ﺑﺎ ﻧﻤﻮﻧﻪ ﺧﺎرﺟﻲ.
روش ﻛﺎر :ﺑﺮاي ﺗﻬﻴﻪ ﻓﺮﻣﻮﻻﺳﻴﻮن ﮔﺮاﻧﻮل دارو از روش ﮔﺮاﻧﻮﻻﺳﻴﻮن ﺧﺸﻚ اﺳﺘﻔﺎده ﺷﺪ.ﺑﺎ اﺳﺘﻔﺎده
از داروي ﺑﺮﻧﺪ )ﺳﻮﺳﭙﺎﻧﺴﻴﻮن آﻣﺎده ﺗﻬﻴﻪ اﻣﭙﺮازول  (Zegeridﺳﺪﻳﻢ ﺑﻴﻜﺮﺑﻨﺎت ﺳﻮﻛﺮوز ﺳﻮﻛﺮاﻟﻮز
ﮔﺰاﻧﺘﺎن ﮔﺎم و ﻃﻌﻢ دﻫﻨﺪه ﻫﻠﻮ اﺳﺘﻔﺎده ﺷﺪ.ﺑﺮاي ﺗﻬﻴﻪ ﻓﺮﻣﻮﻻﺳﻴﻮن ﻧﺰدﻳﻚ ﺑﻪ ﻧﻤﻮﻧﻪ ﺑﺮﻧﺪ ده
ﻓﺮﻣﻮﻻﺳﻴﻮن از اﻣﭙﺮازول ﺳﺎﺧﺘﻪ ﺷﺪ و وﻳﺴﻜﻮزﻳﺘﻪ ،ﻃﻌﻢ و ﻣﺰه و ﻇﺎﻫﺮ و اﻧﺤﻼل آن ﻫﺎ اﺻﻼح ﺷﺪ
ﺑﺮاي ﺗﻌﻴﻴﻦ ﻣﻘﺪار ﻣﺎده ﻣﻮﺛﺮه در ﺳﻮﺳﭙﺎﻧﺴﻴﻮن از اﺳﺘﻔﺎده ﺷﺪاﺑﺘﺪا ﭘﻮدر ﺗﻬﻴﻪ ﺷﺪه ﺑﺮاي
ﺳﻮﺳﭙﺎﻧﺴﻴﻮن در ﺷﺮاﻳﻂ ﺗﺴﺮﻳﻊ ﺷﺪه ﻗﺮار ﮔﺮﻓﺖ و ﻫﺮ دو ﻧﻤﻮﻧﻪ در روز ﺳﺎﺧﺖ ﻣﺎه ﺳﻮم و ﻣﺎه ﺷﺸﻢ
ﺑﺎﻫﻢ ﻣﻘﺎﻳﺴﻪ ﺷﺪﻧﺪ.ﺳﻮﺳﭙﺎﻧﺴﻴﻮن ﺗﻬﻴﻪ ﺷﺪه از ﻓﺮﻣﻮﻻﺳﻴﻮن ﻣﻨﺘﺨﺐ و ﺳﻮﺳﭙﺎﻧﺴﻴﻮن ﺗﻬﻴﻪ ﺷﺪه از

ﻩ

ﻧﻤﻮﻧﻪ ﺑﺮﻧﺪ در روز ﺳﺎﺧﺖ ﻫﻔﺘﻪ اول ﻫﻔﺘﻪ دوم و ﻫﻔﺘﻪ ﭼﻬﺎرم ﺑﺎﻫﻢ ﻣﻘﺎﻳﺴﻪ ﺷﺪﻧﺪ.ﺑﺮاي ﻣﻘﺎﻳﺴﻪ
ﭘﺮوﻓﺎﻳﻞ ﻣﻴﺰان آزادﺳﺎزي ﻣﺎده ﻣﻮﺛﺮه در اﻳﻦ دو ﻓﺮﻣﻮﻻﺳﻴﻮن از ﻣﺤﺎﺳﺒﻪ ﻓﺎﻛﺘﻮر اﺧﺘﻼف و ﻓﺎﻛﺘﻮر
ﺗﺸﺎﺑﻪ اﺳﺘﻔﺎده ﺷﺪ.ﺑﻪ اﻳﻦ ﻣﻌﻨﻲ ﻛﻪ در ﭼﻬﺎر زﻣﺎن ﻣﺨﺘﻠﻒ از ﻓﺮآورده ﻫﺎ ﻧﻤﻮﻧﻪ ﺑﺮداري و ﻧﻤﻮدار
اﻧﺤﻼل ﻣﻘﺎﻳﺴﻪ اي آن ﻫﺎ رﺳﻢ ﺷﺪ.
ﺑﺤﺚ و ﻧﺘﻴﺠﻪ ﮔﻴﺮي:
ﺑﺮاﺳﺎس ﻧﺘﺎﻳﺞ ﺑﻪ دﺳﺖ آﻣﺪه ﻓﺮﻣﻮﻻﺳﻴﻮن ﺷﻤﺎره ده ﻛﻪ از ﻟﺤﺎظ ﺧﻮاص ﻇﺎﻫﺮي وﻳﺴﻜﻮزﻳﺘﻪ و ﻃﻌﻢ
و ﻣﺰه ﻣﻨﺎﺳﺐ ﻣﺸﺎﺑﻪ ﻧﻤﻮﻧﻪ ﺑﺮﻧﺪ ﺑﻮد و ﺑﻪ ﻋﻨﻮان ﻓﺮﻣﻮﻻﺳﻴﻮن ﺑﺮﺗﺮ اﻧﺘﺨﺎب ﺷﺪ.رﻧﮓ ﭘﻮدر ﻓﺮﻣﻮﻻﺳﻴﻮن
ﺑﺮﺗﺮ ﺑﺮاي ﺗﻬﻴﻪ ﺳﻮﺳﭙﺎﻧﺴﻴﻮن در ﺷﺮاﻳﻂ ﺗﺴﺮﻳﻊ ﺷﺪه و ﻃﻲ ﺷﺶ ﻣﺎه ﺗﻐﻴﻴﺮي ﻧﻜﺮد و ﻣﻴﺰان ﻣﺎده
ﻣﻮﺛﺮه ﻧﻴﺰ در ﻣﺤﺪوده ﻣﺠﺎز ﻗﺮار ﮔﺮﻓﺖ ﻛﻪ ﺑﻪ ﻣﻌﻨﻲ ﭘﺎﻳﺪاري ﺧﻮب ﻓﺮآورده اﺳﺖ.
واژﮔﺎن ﻛﻠﻴﺪي:اﻣﭙﺮازول -ﺑﻴﻤﺎري ﻫﺎي اﺳﻴﺪ ﭘﭙﺘﻴﻚ -ﺳﻮﺳﭙﺎﻧﺴﻴﻮن ﺧﻮراﻛﻲ آﻣﺎده ﺗﻬﻴﻪ -زﮔﺮﻳﺪ

و

Abstract:Acid peptic diseases include a set of gastrointestinal damages caused by
overproduction of stomach acid, reflux of gastric contents into the esophagus,
helicobacter infection or long-term use of non-steroidal anti-inflammatory drugs in
the stomach and esophagus and at the opening of small intestine.
Introduction:
Since the late 1980s, astric proton pump inhibitor (PPIs) drugs have played a major
role in the treatment of peptic ulcer diseases. They are now included among the best
selling drugs worldwide due to their high efficiency and low side effects.
Omeprazole is a major proton pump inhibitor which irreversibly inhibits gastric
acid secretion through inhibiting the enzymatic system H + / K + / ATPase in
secretory surface of gastric cells. This medicine is available in abroad in the form
of coated tablets, capsules, suspension and syrup; however, its capsules is only at
public access in our country. Patients suffering from peptic acid in children age
groups, especially children under two years, are not able to take capsules; therefore,
the instruction is to first broke the omeprazole capsule and then dissolve its contents
in water. In this way, the child can take it. On the other hand, this method of
consumption results in the child's non-complete treatment, caused by not receiving
proper dose of this medicine. According to statistics released in 2016, about 20%
of people around the world are suffering from acid peptic diseases. Peptic ulcers
were rare until the mid-twentieth century; however, due to environmental factors
such as long-term use of NASIDs, tobacco smoking and H. pylori infection, the
digestive system complications were more likely to develop. In the United States
of America, the early treatment of H. pylori includes taking PPIs in combination
with a triple therapy of antibiotics. This type of treatment has improved the
conditions of 90% -85 patients. Patients with peptic acid diseases are more prone to
gastrointestinal malignancies. Symptomatic treatment of the patients with peptic
acid diseases often contains taking antacids, H2 blockers (such as ranitidine,
famotidine, etc.) and PPIs. PPIs prevent acid generation by inhibiting the enzymatic
system H + / K + / ATPase and damages to stomach tissue and recover it. If the
ulcer is caused by H. pylori infection, drug therapy using antibiotics lasts for 14
days. These drugs are as follows: amoxicillin, clarithromycin and metronidazole as
well as antibiotics, gastric acid lowering drugs and inhibitors including ranitidine,
famotidine and PPIs like omeprazole and lansoprazole. Ready-prepared suspension
of omeprazole is also effective in GERD treatment. Short-term treatment lasts for
4 to 8 weeks .Unlike H2 antagonists, proton pump inhibitors also inhibit secretion
stimulated during fasting and eating because the final common pathway of acid
(proton pump) is inhibited. In standard doses, proton pump inhibitors inhibit 9098% of 24-hour acid secretion. However, when equivalent doses are prescribed,
little difference in clinical efficacy of different drugs can be observed .
The omeprazole stability depends upon its activity in a certain pH. For example, the
drug is unstable in acidic pH and stable in alkaline environments. Zegerid® drug is
packed in 20-mg sachets. Water should be added to prepare and take the drug.
Excipients are also used in preparing this suspension, including sodium
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bicarbonate, sucrose, sucralose, xanthan gum, and xylitol flavors. Zegerid® drug is
used in short-term treatment of active duodenal ulcer. Most patients are treated
within a four-week course and others may require four extra weeks for recovery.
Methods: Dry granulation method was used for the formulation of the drug
granules. They were prepared with the use of the brand drug omeprazole and
sodium bicarbonate sucrose, sucralose xanthan gum and peach flavors. To have a
typical formulation of omeprazole close to the brand drug, a dozen formulas were
made and their viscosity, taste, appearance and dissolution were modified. They
were used to determine the amount of active ingredient used in a suspension. First,
powder prepared for suspension was placed under accelerated conditions and then
both samples were compared within the third and sixth months.
Discussion and conclusion:
According to the findings, the tenth formulation which was similar to the brand
drug in terms of physical properties, viscosity and flavor was selected as the best
formulation. No color change was observed for the formulation powder selected for
suspension under accelerated conditions and during the six months and the amount
of active ingredient was authorized within the limits, indicating appropriate stability
of the product.
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