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Zagros Losartan:

® High quality of API

® Excellent in vitro profile

® Great patients’ feedbacks

® Meets international quality requirements

100
Tablets




Creating quality,
Caring community.

ZAGROS Darou Pharmaceutical Co.
No. 37, Zagros Bldg, 1st Eastern Bostan Alley,
@ Farahzadi Blvd, Shahrak-e Gharb, Tehran-Iran
zagrosdarou +98 (21) 43 0000 70

info@zagrosdarou.com
www.zagrosdarou.com
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Inventing a new method to destroy brain
cancer cells
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AstraZeneca,

Another achievement from AstraZeneca;
The surprising effect of anew drugin
reducing the risk of death from lung
cancer

WWW.GANJINENAFIS.COM

cancer cells

It was done by French and Swedish
researchers.

Inventing anew method to destroy
brain cancer cells

ANTIBIOTICS
Discovering a new antibiotic with
artificial intelligence

ATd313VNO NOILVINIOANI ANV SMIN'HOAVISIA ‘DI4ILNIIDS
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f'{from AstraZeneca*

he-surprlsmg
effect of anew

dru
theg

in reducing
risk of deat

from lung cancerﬂ

"interstitial lung disease" (ILD), caution should be
observed; Because such people were excluded
from clinical trials due to severe interstitial lung
disease and pneumonitis. Care should also be
taken in prescribing osimertinib to those who
are at risk of QT syndrome, because this drug
causes this syndrome.

Also, among the very common side effects of this
drug (more than 10% of people in clinical trials)
include diarrhea, stomatitis, skin rash, dry and
itchy skin, acne, drop in blood platelets, drop in
white blood cells, and decrease in neutrophils.
Osimertinib is metabolized by the liver enzymes
CYP3A4 and CYP3AS5. As a result, any drug
that inhibits these two enzymes can increase
the level of osimertinib in the blood, including
macrolide antibiotics, antifungal drugs, and
some antiviral drugs. On the other hand, drugs
such as rifampin, which increase the activity of
the two mentioned liver enzymes, decrease the

level and effectiveness of osimertinib.

"These data are surprising," Roy Herbst of Yale
University, who led the study, said in a press
release at the Chicago conference.

He added: "This medicine helps prevent the
spread of the disease to the brain, liver and
bones."

About one-third of "non-small cell" cancers can
be treated with surgery if detected, he said.
Nathan Pennell, from the Cleveland Foundation,
who was not present in this study, pointed out
the importance of the results of this experiment
at a press conference in Chicago and said: "We
have entered the era of personalized treatments
for early-stage patients, and we must close
the door on an undifferentiated treatment,
chemotherapy for all."

According to the press release, AstraZeneca's
"Osimertinib" drug is currently authorized in
dozens of countries.

Lung cancer is

acancer that

kills about 1.8
million people
every year and

is the most

deadly cancer

worldwide.
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Lung cancer is a type of disease characterized by the
uncontrolled growth of cells in lung tissues. If this disease is not
treated, the cell growth can spread outside the lung and reach
surrounding tissues or other body organs in a process called
metastasis.

Based on the results of the clinical trial of a new drug to control
and reduce death from lung cancer, it has been unveiled at the
annual conference of cancer specialists in Chicago, USA.

On June 5, 2023, the results of this new clinical trial showed
that AstraZeneca's new drug osimertinib (brand name Tagriso)
reduced the risk of death from a certain type of lung cancer by
50%.

In order for patients to be eligible to receive this drug, they
must first undergo diagnostic tests and take samples from
their tumor or plasma to confirm the presence of the T790M
mutation.

This drug is suitable for patients suffering from so-called "non-
small cell" cancer with specific genetic mutations.

These mutations affect about 10-25% of lung cancer patients in
the US and Europe and 30-40% in Asia.
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About 680 people participated in the early stages of the
disease. These people first underwent surgery to remove the
tumor (cancer cells) and then half of them were treated with
osimertinib and the other half with placebo.

Daily use of osimertinib resulted in a 51% reduction in the risk
of death in treated patients compared to those taking placebo.
After five years, 78 percent of the patients who received the
placebo were still alive, compared to 88 percent of the patients
who received the treatment.

The results of this drug are an amazing development in the
treatment of lung cancer and show the effectiveness of
osimertinib.

It should be noted that in those treated with osimertinib, drug
resistance develops within about 10 months, which is generally
caused by the C797S mutation of exon 20. This medicine
is harmful to the fetus and should not be used in pregnant
women, and women who want to use this medicine should
use effective methods of preventing pregnancy so as not to get
pregnant.

In order to prescribe osimertinib to those who have a history of
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It was done by
French and Swedish
researchers.

Inventing a
new method to
destroy brain
cancer celis

Glioblastoma is the most common
primary malignant tumor of the
central nervous system that
occurs in the spinal cord or brain.
Glioblastoma is made up of cells
called astrocytes, which support
nerve cells. This tumor is usually
very aggressive and its growth
and expansion occur quickly.
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The overall prevalence of the tumor is 2 to 3 people
per hundred thousand people. The most common tumor
site of glioblastoma multiforme is the brain, especially the
supratemporal region. Glioblastoma accounts for 20% of
all intracranial tumors and 60% of astrocytic tumors and is
more common in men over sixty years of age. This tumor is
rare in people under twenty years old (3%).

The symptoms of this tumor depend on its location and
include headache (87%), nausea, convulsions, cranial nerve
disorders, blurred vision, irritability, increased intracranial
pressure, neutrophilic leukocytosis, decreased level of
consciousness, red eyes, ankle swellingand etc. Glioblastoma
tumor complications depend on where the tumor grows.

Glioblastoma, also known as Glioblastoma Multiforme
brain tumor, is very difficult to treat and often incurable.
However, existing treatments may slow the progression of
cancer and reduce its signs and symptoms.

In general, there are two types of Glioblastoma, whose
descriptions are as follows:

Primary glioblastoma (De Novo): It is the most common and
aggressive type of glioblastoma, which has a high incidence
rate.

Secondary glioblastoma: its prevalence is less in people
and its growth is slower compared to the previous type.
This type of tumor usually starts from a lower grade and
less aggressive astrocytoma. Secondary glioblastoma affects
about 10% of people with this type of brain cancer.
Glioblastoma usually grows in the frontal and temporal
lobes of the brain. They can also be found in the brainstem,
cerebellum, or other parts of the brain and spinal cord.
French and Swedish scientists have recently succeeded
in inventing a method to destroy active cancer cells in
glioblastoma tumors in the brains of mice.

According to existing estimates, 19,000 people in the
European Union are diagnosed with this cancer every year.
During the last two decades, doctors have used methods
such as chemotherapy, radiotherapy and surgery to treat
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patients. However, the average life expectancy of patients
with this condition is about 15 months.

"Cancer cells are more resistant, stronger and able to
move, so they are better able to withstand additional
stresses such as chemotherapy," said Eric Schuette, head
of the Cancer Research Laboratory of the French National
Institute of Health and Medicine.

In glioblastoma, cells use a protein called IRE1 as part of a
stress response mechanism that makes them more resistant
to cancer drugs.

The researchers wanted to see if they could weaken the
cancer cells by affecting this process. They recently obtained
promising results that were published in the scientific
journal iScience.

They screened about 15 million molecules and ran
simulations to predict how they would react to proteins in
the body. Meanwhile, the Z4P molecule was found to be
useful.

They found that the Z4P molecule not only reduces the
resistance of cancer cells, but also reduces their ability to
move. Finally, the researchers used the molecule to target
cancer cells in mice in combination with a drug called
temozolomide (TMZ), a type of traditional chemotherapy
used to treat glioblastoma.

They found that this combined treatment reduces the
resistance of cancer cells to stress due to the role of the Z4P
molecule; In such a way that unlike the previous procedure,
all the cancer cells gradually disappeared and the mice did
not face cancer recurrence after 200 days.

Although the Swedish researchers active in this study
have announced that they have started trials to use the
obtained results in the treatment of pancreatic, breast and
liver cancer, but Dr. Shute says that this research is the first
step for the time being, which requires spending more time
in experiments and research to lead to the production of
cancer treatment drugs; A time that may last about 15 years
in the most optimistic case.
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> When they tested the antibiotic on the skin of mice experimentally infected with
the superbug, it controlled the growth of the bacteria, showing that the method
could be used to produce antibiotics to fight other drug-resistant pathogens.
Researchers also tested this antibiotic on 41 different strains of antibiotic-
resistant Acinetobacter baumannii. The drug worked on all of them, although it
needed further refinement and testing in human clinical trials before it could be
used on patients.

Additionally, the compound identified by Al works in such a way that it only
inhibits the problem pathogen. It does not appear to kill many other species of
beneficial bacteria that live in the gut or on the skin, making it a rare targeted
agent.

According to the researchers, if more antibiotics do just that, they could prevent
bacteria from becoming resistant in the first place.

> "lt's very promising," said Cesar de la Fuente, an assistant professor at the
University of Pennsylvania's Perelman School of Medicine, who also uses artificial
intelligence to find new treatments. This type of approach to finding new drugs
is an emerging field that researchers have been experimenting with since around
2018. This method dramatically reduces the time required to sort through
thousands of promising compounds. | think artificial intelligence, as we have
seen, can be successfully applied in many areas.

For this study, the researchers focused on the bacterium Acinetobacter
baumannii, which is found in hospitals and other healthcare facilities and clings to
surfaces such as doorknobs and counters. Because the bacterium can pick up bits
of DNA from other organisms it comes in contact with, it can contain their best
weapons (genes that help them resist the agents that doctors use to treat them).

> "This is what we call a professional pathogen in the lab," said John Stokes,
one of the researchers and an assistant professor of biochemistry and biomedical
sciences at McMaster University in Hamilton, Ontario. This species causes skin,
blood or respiratory infections that are difficult to treat. In 2019, the US Centers
for Disease Control and Prevention announced that Acinetobacter baumannii
infections are the most in need of new types of antibiotics to treat. A recent study
of hospital patients with Acinetobacter baumannii infections that were resistant
to even the powerful carbapenem antibiotics showed that 1 in 4 died within a
month of diagnosis.

In this new study, Stokes collaborated with the Bord Institute at MIT and
Harvard. First, they used a technique called high-throughput drug screening
for Acinetobacter baumannii in growth labware and exposed these colonies to
more than 7,500 agents weekly. They found 480 compounds that inhibited their
growth. They entered this information into a computer and used it to train an
artificial algorithm.

What they can do when they've tested their model is to start giving that model
brand new pictures of chemicals that have never been seen before, and based on
what they had learned during the training, it predicted for them whether those
molecules were antibacterial or not.

> Then they screen more than 6,000 molecules. Stokes said the Al would do this
in a few hours, so they narrowed down the search to 240 chemicals. Laboratory
tests helped them narrow the list down to nine of the best bacteria inhibitors. In
this way, they took a closer look at the structure of each and eliminated those
they thought were dangerous or related to known antibiotics. The antibiotic
appears to work in a completely new way by blocking the building blocks, he says.

> "It's a rather interesting mechanism, and as far as | know it hasn't been seen in
clinical antibiotics," Stokes said.

In addition, RS 102895, which the researchers named abocin, only works on
Acinetobacter baumannii, he said.

Stokes says most antibiotics are broad-spectrum agents that work against many
types of bacteria. Broad-spectrum antibiotics put great selective pressure on
many types of bacteria, causing many of them to evolve rapidly and share genes
that help them resist the drug and survive.
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1 “led Neuralinkinmay 5
28 2023 received FDA approval
man clinical trials of its

ability to study electrical signals of the brain and receive appropriate solutions to treat various diseases
and brain problems. These advances in various fields, from improving the treatment of diseases to
the use of artificial intelligence, make possible the development of neural and brain communication
technologies.

> The Neuralink brain chip also has its drawbacks. The use of this technology brings concerns such as
security issues and the nature of personal information.

Meanwhile, Neuralink has been sued by an animal rights group for abusing monkeys in previous years.
The group claimed that Neuralink severely harmed laboratory monkeys, causing at least 15 deaths
during its experiments. For this reason, Elon Musk's startup activities came under the American federal
microscope. The FDA also rejected Neuralink's request to test the chip on humans late last year due to
concerns about the chip's safety.

Neuralink, which was founded in 2016, would not be the first company to test its brain-computer
interface on a human. Synchron also received FDA approval in 2021 to implant the chip on an American
patient. He did last year.

Finally, the FDA approval of the Neuralink brain chip is an important step in the development of neural
and brain communication technologies.

This license can be influential in the development of the brain technology industry and its applications.
With this development, we hope that research in this field will also improve and lead to the development
of newer technologies and more useful applications of brain-computer communication.
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> The company wrote in its tweet:

“We are pleased to announce that we have received FDA approval to conduct our first human clinical
study.

This is the result of the incredible work done by the Neuralink team in close collaboration with the FDA,
and is an important first step that will one day allow our technology to help many people.

Our applicant recruitment process for this clinical trial has not yet started and we will announce more
information about this soon.

This license allows the company to test and evaluate the brain chip in humans, and it can be considered
an important step for the science and technology of brain communication.

> The Neuralink brain chip is designed with the aim of erasing the limits of human-computer
communication to enable the use of the brain to control digital devices. It also allows Neuralink to
conduct clinical testing and evaluation of the brain chip in humans, and this is a major advance in the
development of neural communication technologies.

With the FDA approval, Neuralink can conduct clinical tests and trials on the brain chip and commercialize
this technology in the next steps. Apart from this, it can be used in the advancement of scientific research
in the field of brain communication and its applications.

Neuralink brain chip, using advanced technology, allows humans to control digital devices through the
brain and establish communication between the brain and various devices. This technology also has the

| & /R i jgslaolilias
- Ll g 5>



Sy9lyslwo wl)




- ol 03,591 3 o 1 1) e ple 55 4 ol (5 oua g (S et 321 b s 5 1 ol (29,00 (Lo AluliS’ el Ly
2055 0Ll S ek whe 30 iy (S gy 42 Crnds (3T (Vb B g comlion Cnd ety &1 (195 (0 09y (2! (5L 3o

| - |

Ol yd 10 algh (o oy )5 A S 00 b g Sl A
s s o Ly (a6 DNA (g5l > g Sy S
al> o0 g ol Jla jo Lal sl las 50 sl ol ay
Lol 0,5 (om0 1,8 a gl g oo e lablons o s jog 2K iilos]
y9-b a9 du Lo yd Al e dy (6055 4 4S5 10 0925 dal ]
8,8 B le gl Lesl o lee

0555 slos 4y 50 S Sl 60, )8 (S5
50855 gl by g (Sebjpalaio b o] bl las glss o Sy
8,5 o,

235 s an sy lgl" plays e (elab el ol s o
Olasee aae sla 4l Lal o jlas 0929 (e (=5 slo Jolw
$9> 9=y 13"y sl gl S5 0 il pelie ol ol (o
2ol by Sz 0 sl by, 395 9 ool L ana |,
SyS 8 LS

Sz 4 S8 0 s (o S sl 0 )5 500
dilen gwg 08 slo )l L g ol ,mu s s ccgy
35 L Sos8 98 e (g bag g (0 U L ST
adjle ;5005 Gher pleyd 1o (5 9 0y (o plal Sdas
ol HIAF 1 6,51 Lagh 0l g0 Y sle
oz ao e e 0dmay ol sla iz g Lo il 5l Ll
el o5 Jlasl oyl B SeXs ales 5l ogai o)l Lol s 90
. Sl ‘f?oﬁﬂ JLas! ygon ey gl Jolw 4y
Sy e vl pud (Vb A ple S (e (am 3)50 0
i JB e (e a4 0,5 o)Ll 0,8 a0 asy, o
e daS aoles, 5 S8 ulan Jloan L i lge 4y
A et ol O ygo d | LS i g Sy S5, alys
s LT So il asls ;5o il ab g 15 598  SlSasS Ly
ol YalS 5055 a5 g pes Jolow jo (S5 a0l slaje,
S casind ool aisli s gle (g e JSb Los aia S on
Sol o..x_m)_.‘_gpj)_.b..)ﬁ

Cmotl 35l g guo s dli s il (g9, imlojl 0550y
UL 1 IPYPNEL SR S PRI 1 S Y TS P31 L UV ERPCIW
Lo (5,58 don s iilen s )d oy S ol 2 a4 il
el lgl 8 Glasgags atoils g oel sy 03l (s 550
35 g 5 (£330 i of e DS sy
il 5l g lemis an Laliojlo 1) 95068 WS )l o yo DI
5 O e 4o (65509 L5 ojls 5Ld s des g ole ln
.J._.u)..nJ_,aLTL;)b)_;o)_ed

o/R i jgsTowliliad
=i g s>

P o Losis
1Eob g

Ic

=y oslzl ol mgls plioms a4 S oo (55l S €
Bi> Ly 0g—es adloldal L 1) Sy 5l mle isn L aas
A5l 3w DNA 5l o o3

a5 Sl (S5 Gimlg iz S55I5ST (o 95 p S (Soke
O5=Sb aS ol laSls Sleye o b iy dm wlys o
(gene transfer) « )5 JLaoh SuSS 5 b 5l Lises —loys o5
Ao hA_I)ftsi U929 SS as S yg0 u_|| a (] 00 fL?u‘
) comrn o35 Gl L auS oo Jitin Jslow ass 1y 15 S5 5l sedlw
2, 00,5 szl (6 o 45

So ol sl an g0, S oo |y g xe DNA L@T‘A_;.;SC‘)L@I
adlal 5l gy s sl e,y ol asld o l3S e oL DNA
Olydas & ygo ol 50 ez wepd Olez dos 5 S 0,5
Iz s ol ol 5 st 55 S 3955 4l 5l
S SSS L 4 (55 Llogd b a pomie g 005 1,8
s DNA o T ol s g o5 0, Shae ;30 4 gie ylase il
S50 Az 05 00 Gt Ole ST AS Wae ) Aol
inbesl ol Jodos el aims plosl ol JS' L  Jolos las
ol S (53, CRISPR (g, Ly o35 il g (tmalojl (i
o=l g i plaslan ) (b leys 6l VeV 7 Jlw —aSTYA
2 Olgzmw o8 zils SILUYO (g, dy ez 05,5 Sy imsloj]
S e ol s 4o Mt 0,8 el Slo Jolows (ga Sz 0t
Sl o Jolw 4 g 0S 0 0S|y el lo Sl 5 ) Slas
9 S ‘) ‘_lbu| l.m‘_bl_u u..._u‘).lj )l B S LY )L_..wl a)L_'>l
D598 By e ao)lage

S0 sl Jlayd Sz Gt S) (S5 s g (2
o3liiwl 3,90 55 VL Jg S (> 5 "0 cila” b i
e Oly e S Gy sl )8 s oS (o )l
P 6,)3liS 5 (e S59d5SSsm 5 (I8 Slgs 3 Gl 08
.b)_g

) S PP Vb4 S i ST ] WY ) B L L G WY
=l =l o Ses 1 55 atie o0 plsdil wlados i oiS
5l 4 cytemsy hin s i sl Jobo Ly 5 Sl 5
sl - ‘_,;SLMJ sla ‘_g)Lo.:.g

Ll 5l oo ols pde ol aS oo g oo K0 a5 5l al
= amae gla ol il Jlsa el g e b Ges
2l (oo 9 g (e ol A ey 9 SO iy S



treatment of abnormal blood cells and masses, infertility, cancer and
even thalassemia.

Currently, there is no definitive way to treat "HIV" due to its
penetration into the host's genetic cells, but the new findings of the
researchers can allow the gene resistance and removal of "HIV" in
the blood unit to the patient, and soon the methods of use for its
treatment will be available.

> Other uses of Crisper can be mentioned in helping to rejuvenate
the skin, treating cancer or other skin diseases such as eczema. This
method is performed by ultra-small needles or micro-needling and
is even effective in treating pimples and other skin problems caused
by bacteria.

However, among the challenges and limitations of this phenomenon,
we can mention a few main ones, such as how to transfer the
modified gene to the right cells without transferring contamination.
In the next case, we can mention the prolongation of the process of

functioning of this process in the human body, which is somehow
unpredictable.

For example, have you ever thought that you could permanently
change your skin and eye color or have stronger and taller children?
Is there anything wrong with manipulating the basic codes of life in
the egg cell and giving birth to completely modified children who are
not only carriers of known diseases, but have become even more
beautiful and strong?

Regarding human testing, it is a very serious and important issue. By
manipulating our genes, we can do anything and if a mistake is made,
the consequences may be irreversible. However, just like all great
human technologies, CRISPR is new and needs many improvements.
> Inshort, it can be said that Crisper technology has a revolutionary
movement ability in the treatment of various disorders. But it needs
a number of scientific and practical challenges for this technology to
be published and fully exploited.
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"CRISPR

The tool that rang

the bell of
science’

> A special technology that allows pharmaceutical researchers to
modify parts of genetics by modifying, adding, or removing parts of
DNA.

In other words, CRISPR is a new type of genetic editing technology
that can greatly contribute to the development of gene therapy. So
far, gene therapy has been mainly done through the "gene transfer"
technique; In this way, a harmless virus transfers a healthy copy of a
gene to the cell to take the place of the defective gene that caused
the disease.

But in the CRISPR method, scientists can directly correct the faulty
gene. They remove the defective DNA and replace it with healthy
DNA. Basically, this method should work much better than adding
a new gene, because then the risks of adding a foreign gene are
eliminated. Because sometimes this foreign gene may be placed in
the wrong place and lead to cancer. But the gene repaired by CRISPR
technique will be under control.

Many years and many experiments were spent on this achievement
until scientists realized the effect of gene function and its changes
in DNA, and they came to the conclusion that if they can make a
change in the gene either in a cell line or the whole organization, it
will be possible to analyze the results of the experiments based on
the changes.

> The first CRISPR gene editing experiment was performed on a
human on October 28, 2016 to treat lung cancer. In this experiment,
a Chinese group led by Lu Yo from Sichuan University in Chengdu
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world

According to the American
National Library of Medicine,
CRISPR, or the tool of genetic
modification, is a phenomenon
that has sounded the alarm of
world science.

The advantages of this method
include its speed, reasonable
price and high accuracy
compared to previous methods
in the science of genetic
modification.

city took out the immune cells of a person with lung cancer and
deactivated the gene responsible for creating the PD-1 protein. The
PD-1 protein slows down immune cell function and allows cancer
cells to spread. After editing the cells, they were killed and re-
injected into the patient.

This genetic modification tool (CRISPER) is used for medical
treatments such as hepatitis B cancer and even high cholesterol.
Other uses of CRISPR method include its use in food and industrial
and agricultural biotechnology.

In a general view about the future of this genetic modification tool,
it can be said that most of the research done is focused on the
performance of this tool on animals or individual human cells with
the aim of treating human diseases.

Of course, from another point of view, it can be seen that this
particular science is not without weaknesses and scientists are
looking for new ways to progress and achieve more effective
therapeutic  results.

> Recently, it has been proven that CRISPR can be effective in the
treatment of genetic disorders and even incomplete or weak DNA
reconstruction and the need for human modification, but currently,
it is only in the laboratory stage and at the protected and primary
level, but there is hope that it will soon reach the treatment stage
and be practically available to humans.

From the wide application of Crisper's benefits in various fields of
medicine, we can mention its connection with dentistry or the
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