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‘miRNA ensures the correct set of
genes is active in each cell type’

Vasudevan Mukunth

The label “post-transcrip-
tional” reflects the uphea-
val due to the discovery of
miRNA by Victor Ambros
and Gary Ruvkun, who
were jointly awarded the
Nobel Prize for Physiology
2024. Until then, biologists
believed cells could not or
did not regulate the ex-
pression of genes once the
transcription process be-
gan. As the Academy put it,
miRNA allows “the precise
regulation of gene activity
so that only the correct set
of genes is active in each
specific cell type. This ena-
bles, for example, muscle
cells, intestinal cells, and
different types of nerve
cells to perform their spe-
cialised functions.”

Making the connection

lin-4 microRNA
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New window: Some miRNAs that don’t function normally can
cause diseases including cancer and autoimmunity. AFP

function normally can
cause diseases including
cancer and autoimmunity.
Scientists already know
‘defects’ in genes the body
needs to make miRNA can
cause disorders of sight,
hearing, and skeletal
growth. In addition to re-

regulation, the work of Mr.
Ambros and Mr. Ruvkun
thus opened a new win-
dow into hitherto incom-
pletely understood condi-
tions. Researchers around
the world are currently stu-
dying whether they can be
treated or even avoided by

ventions at miRNA.

Mr. Ambros and Mr.
Ruvkun collaborated from
the time they were post-
doctoral fellows in the lab-
oratory of the American
biologist Robert Horvitz,
who won part of the 2002
medicine Nobel Prize. The
duo’s work also recalls that
of the laureates of the
2006 medicine Nobel
Prize, Andrew Fire and
Craig Mello. They found
plants use the same miR-
NA-making process to
make another kind of RNA
that damages mRNA in at-
tacking viruses.

The Nobel Prize on
Monday kicks off a week of
announcements, to be fol-
lowed on Tuesday by the
physics prize and on Wed-
nesday by the chemistry




Topic — Nobel Prize in Medicine 2024

Overview of the 2024 Nobel Prize in Medicine

Awarded to Victor Ambros and Gary Ruvkun

Recognized for their groundbreaking work on the discovery of
microRNA

Significance in understanding gene regulation and its implications
in various diseases.




Ambros is best known for his discovery of the role of microRNAs in

gene regulation, which has significantly advanced our
understanding of developmental biology and disease mechanisms,

influencing therapeutic strategies.

Ruvkun is renowned for his groundbreaking work on microRNAs and
their role in gene expression, which has significantly advanced our
understanding of genetic regulation and its implications for various

diseases, including cancer and neurodegenerative disorders.




Discovery of MicroRNA

- What is MicroRNA?

Definition and Function: MicroRNAs (miRNAs) are small, non-coding RNA
molecules, typically 20-24 nucleotides long, that play a crucial role in regulating
gene expression by binding to complementary sequences on target messenger
RNAs (mMRNAs), leading to their degradation or inhibition of translation.
Biogenesis Process: The biogenesis of miRNAs involves transcription from
DNA into primary miRNA (pri-miRNA), which is then processed by the enzyme
Drosha into precursor miRNA (pre-miRNA) and subsequently cleaved by Dicer
into mature miRNA, ready for incorporation into the RNA-induced silencing
complex (RISC).




Ribonucleic acid (RNA) is a molecule found in most living organisms and viruses that plays a key
role in turning DNA instructions into proteins.

What Is RNA?

RNA or ribonucleic acid is a biological polymer that codes
and decodes genetic information. DNA codes for RNA and
RNA codes for proteins.

e Most RNA is a single-stranded molecule.

e RNA forms a single helix, a loop, a straight
molecule, or a twisted shape.

e Types of RNA include messenger RNA (mMRNA),
transfer RNA (tRNA), and ribosomal RNA (rRNA).

e The bases in RNA are adenine (A), uracil (U),
guanine (G), and cytosine (G).

DNA RNA

e Some organisms contain RNA, but no DNA.

sciencenotes.org



microRNA




« Role in Cellular Processes: miRNAs are integral to various cellular
processes, including development, differentiation, proliferation, and
apoptosis, and their dysregulation is associated with numerous
diseases, including cancer, cardiovascular diseases, and
neurological disorders, highlighting their potential as therapeutic

targets.




Mechanism of Gene Regulation

MicroRNA Functionality: MicroRNAs regulate gene expression by
binding to specific MRNA targets, leading to either mMRNA degradation or
translational repression, thereby influencing various biological processes
such as development, cell differentiation, and response to stress, and
playing a critical role in maintaining cellular homeostasis and preventing

disease.

Implications of the Discovery

Applications in Medicine

MicroRNA Therapeutics: The discovery of microRNAs has led to
innovative therapeutic strategies, including the development of microRNA
mimics and inhibitors. These approaches aim to restore normal gene

expression patterns in diseases such as cancer, offering potential for
targeted treatments that could improve patient outcomes significantly.



Diagnostic Tools: MicroRNAs serve as promising biomarkers for
various diseases, enabling early detection and monitoring of
conditions like cancer and cardiovascular diseases. Their presence
in bodily fluids allows for non-invasive diagnostic tests, enhancing
the ability to personalize treatment plans based on individual

molecular profiles.
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India signs $750-mn currency swap deal with forex-starved Maldives

Suhasini Haidar
NEW DELHI

India signed a major cur-
rency swap agreement
with the Maldives for $750
million to help the island
nation tide over its current
foreign currency crunch,
after Prime Minister Naren-
dra Modi met with Maldi-
vian President Mohamed
Muizzu in New Delhi on
Monday. The swap arran-
gement for $400 million
and an additional ¥3,000
crore ($357 million), signed
between the Reserve Bank
of India and the Maldives
Monetary Authority under
the South Asian Associa-
tion for Regional Coopera-
tion (SAARC) Currency
Swap Framework, will be
available until 2027.
Among the agreements
signed on Monday are for
the launch of the RuPay
card in the Maldives and

handover of 700 houses
built with assistance by In-
dia. Memorandums of un-
derstanding were inked
between the Central Bu-
reau of Investigation and
the Anti-Corruption Com-
mission of the Maldives
and between policing insti-
tutes and judicial training
institutes; and also for
cooperation in sports and
youth affairs.

Welcomes tourists
Speaking of people-to-peo-
ple ties, which were hit by
a “boycott Maldives” social
media campaign in India in
response to criticism of Mr.
Modi in the Maldives, Mr.
Muizzu said he hoped In-
dian tourists, whose num-
bers have halved this year,
would return.

“India is one of our lar-
gest tourism source mar-
kets and we hope to wel-
come more Indian tourists

to the Maldives, allowing
for shared growth and un-
derstanding between our
peoples,” Mr. Muizzu said
in a joint press event after
the talks.

India also agreed to step
up cooperation on trade in
national currencies, and to
work on a Free Trade
Agreement, as Foreign Se-
cretary Vikram Misri said
that other requests made
by the Maldives, under-
stood to include debt re-
payment waivers, further
credit lines, and economic
assistance, would be “stu-
died” and decided on in
the “coming weeks and
months”.

The two countries re-
leased a “vision statement”
for a “comprehensive eco-
nomic and maritime secur-
ity partnership” to be ne-
gotiated in the future;
inaugurated a jointly con-
structed runway for an in-

Boosting ties: Mohamed Muizzu with Narendra Modi in his first

bilateral trip to India, in Delhi on Monday. SUSHIL KUMAR VERMA

ternational airport at Hani-
madhoo island; and signed
an agreement for India to
support the Maldives on
the refit of a Coast Guard
ship.

There was no mention
of the return of Indian mil-
itary personnel to the ar-
chipelago, however, a sub-
ject that had led to
considerable tension bet-

ween New Delhi and Male,
until India agreed to with-
draw them and replace
them with technical per-
sonnel in May 2023. When
asked, Mr. Misri said the is-
sue had been “resolved sa-
tisfactorily” and did not re-
quire revisiting.

He clarified that the refit
of the Maldivian Coast
Guard ship Huravee would

be carried out at an Indian
facility. This will not re-
quire Indian personnel to
travel to the Maldives.

‘Neighbourly duties’
“India has always been a
First Responder for the
Maldives,” Mr. Modi said in
a press statement after the
talks. “India has always ful-
filled its duties as a neigh-
bour,” he added, referring
to the supply of essential
commodities, drinking wa-
ter during a crisis, and vac-
cines during the COVID-19
pandemic.

Addressing the media la-
ter, Mr. Misri said that India
had played a “historic”
role in the Maldives, in-
cluding thwarting a coup
there in 1988, and sending
emergency assistance after
the tsunami in 2004. He re-
ferred to India’s latest cur-
rency swap arrangement
as a way of sending out a

“signal of comfort and con-
fidence in the existing fo-
reign exchange position”
for the Maldives, which
had reached record lows of
$440 million, far below its
pending outflows.

Mr. Muizzu’s visit, his
first bilateral trip to India,
comes eight months after a
visit to Beijing, which re-
sulted in a number of other
agreements; an economic
pact to boost Chinese in-
vestments and provide cur-
rency swap arrangements;
a defence pact; and debt
repayment waiver for five
years. Sidestepping specif-
ic questions about the Mal-
dives-China relationship,
Mr. Misri said while the
two sides had discussed
some “regional” issues, the
“focus really was on dis-
cussing bilateral relations
today”.

(With inputs from Meera
Srinivasan in Colombo)




Topic— India and Maldives

Key Agreements and Initiatives

== Currency Swap Agreement: India signed a $750 million
currency swap agreement with the Maldives to help address its
foreign currency issues.

£8 SAARC Currency Swap Framework: The agreement
includes $400 million and 3,000 crore ($357 million), valid until
2027.

2> RuPay Card Launch and Housing: Agreements include the
launch of the RuPay card in the Maldives and the handover of
700 houses built with Indian assistance.




¢» Trade and Security Cooperation: Both nations aim to enhance
cooperation in trade, including a Free Trade Agreement, and have
released a vision statement for a comprehensive economic and
maritime security partnership.

=« Airport Runway Inauguration: A jointly constructed runway for an

international airport at Hanimadhoo island was inaugurated.

a Coast Guard ship at an Indian facility without deploying personnel to

the Maldives.
India as "First Responder": Prime Minister Modi emphasized India's role

as a "First Responder" for the Maldives, highlighting historical support during

crises.
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Maldives First Responder Role
—
Currency Swap Agreement RuPay Card Launch Housing Handover Trade Cooperation Airport Runway Coast Guard Support

Summary: India and the Maldives have strengthened their economic ties through a significant currency swap
agreement and various cooperative initiatives, while addressing tourism and security concerns.




Genome editing Is bringing clarity

—to the study of hereditary cancers

he International Agency for
cer's estimates
ofthe burden of 36 cancers
185 countries suggest one in
five individuals has a lfetime risk of
developing cancer. The agency also
estimated that one in nine males and one
in 12 females will die of cancer. In all, the
agency counted 20 million new cancer
cases and 9.74 million cancer-related
deaths in 2022, which it said could rise to
a whopping 32 million new cases and 16
million deaths by 2045. By then, Asia
alone may account for almost half of all
cases worldwide.

All cancers oceur due to genetic
mutations in the body’s genome, and a
subset of these cancers are the result of
inherited mutations. Researchers have
estimated that around 10% of all
individuals with any cancer could have
inherited a genetic mutation implicated in
the cancer; they have also found the
prevalence of inherited mutations to be
higher among individuals with ovarian
cancer (20%). Itis 10% among those with
breast, colorectal, lung, or prostate
cancers, and a lower 6% among those
with cervical cancer.

The BRCA genes
Scientists have exhaustively documented
hereditary cancers. We know there are
more than 50 genetic syndromes
(collections of symptoms) that predispose
individuals to cancer and are caus

genetic variants that humans are capable
of inheriting.

In fact, the discovery of the BRCAI and
the BRCA2 DNA-repair genes in 1994 and
1995, by Mary-Claire King et al. and Mark
Skolnick et al., respectively, bolstered our
understanding of hereditary cancer
syndromes.

Hereditary breast-ovarian cancer
syndrome is a relatively common cancer
predisposition syndrome caused by
mutations in the BRCA1 and the BRCA2
genes (or BRCA). In women, genetic
mutations in BRCA primarily increase the
risk of cancers of the breasts, ovaries, and
fallopian tube. In men, they make
prostate cancer and male breast cancer
morelikely. Many studies have also shown
variations in the make-up of BRCA genes.
could increase the risk of pancreatic,
colorectal, uterine,

%

genetic bottleneck found a new
population, the bottleneck’s effects
became pronounced in this group -~ a
phenomenon called the founder effect.
“Testing for mutations in the BRCA
gene s crucial because it helps
individuals and clinicians identify higher
risk sooner and develop personalised
prevention strategies, including
increased surveillance, preventive
surgery, and/or targeted therapies. Ina
May 17 paper in the Journal of Clinical
Oncnlogy the American Socetyof.

Scientists have documented
hereditary cancers. There are
more than 50 syndromes that
predispose individuals to cancer,
caused by genetic variants that
humans are capable of inheriting

individual’s propensity to resist targeted
therapies. For example, cancers involving

suggesting a broader spectrum of risk for
tand ovarian cancers
previously understood.

‘The findings, published in Cell on
September 18, offer novel nsights that
clinicians can use to clarify the effects of
RADSIC mutations.

Importantly, the study confirmed
genetic risk lies on a spectrum
influenced by the extent to which genetic
changes affect protein function while

mutated BRCA PARP
inhibitors. But studies have shown many

Clinical Oncology
genes inall to ascertain an mdmdual s
risk of developing breast and ovarian
cancers

‘There are targeted therapies available
today for individuals who develop
cancers due to mutations in the BRCA
genes or in genes implicated in other
DNA-repair palhways One such involves

cancers.

By some estimates, BRCAI and BRCA2
mutations are present in around one in
every 400 individuals, and therefore have
an elevated risk of developing cancer.

poly
inhibitors, a new class of chemotherapy
drugs. Investigators have reported
promising results from recent clinical
trials of PARP inhibitors, particularly in
combination with platinum-based

higher than average prevalence in certain
populations by virtue of these groups
carrying specific variants of these genes.
For example, among the Ashkenazi Jews
that emerged in Central Europe and their
descendants, around one in 40
individuals carry mutations in the BRCA
genesis — about 10-times more common
than in the general population.

“This higher prevalence has been

and founder effects within the
community. A genetic bottleneck is when
the genetic diversity in a population drops
(due to various factors), leaving their gene
poo llequipped o fend offdiseases and
other threats that

offering hope for millions
of people facing or experiencing
hereditary cancers associated with
specific mutations.

Our understanding of cancer genes
and the mutations that cause cancer has
improved significantly of late. One
reason is tools like CRISPR screens,
which have transformed the way
researchers study the BRCA genes by
enabling hi

genes involved in DNA
repair could also influence the response
to PARP inhibitors, and there doesn't yet
exist a consistent method to predict it in
o last year, a study
publshed in lhe ,oumal Nature

the value of large-scale
variant analysis for better personalised
medicine and cancer prevention
strategies. The researchers are preparing
to apply similar techniques to other
genes, with plans o eventually cover the
entire human genos

CR]SPR G229 sereens tol

Cancer di carly

mutations xh.-u e the sensitvty to
PARP inhibitor

Risk is a spectrum
Inanother, more recent paper,
researchers at the Wellcome Sanger
Institute in the UK. reported identifying
more than 3,000 genetic changes in the
RADSIC gene, which s also crucial for
DNA repair, that may significantly
increase the risk of breast and ovarian
cancer. After they mapped the structure
of the protein encoded by this gene, the
researchers were able to pinpoint the
portonsthey determined tobe rtcal for
repairing DNA.

Population preval dies play an
important role in identifying the spread
of certain hereditary cancers in different
groups. These studies help uncover
genetic risk factors that may be more
‘common in certain populations due to
founder events. In tandem, at-risk
individuals need to undergo genetic
screening at regular intervals.

‘The result will potentially be a cancer
discovered early, which will help the
individual make more informet
healthcare decisions, alert their family
members to risk for them as well, and
adopt therapies likely to be more
effctive, includingpreventive reatment

portion could pave the way for new

genetic nalyss, Tha by, using
CRISPR-Cas9 technology, researchers
can target the BRCA genes and create

‘mutations in them in order to
study their effects on DNA repair and
cancer development.

When a small group g i i

have also used such
CRISPR-based methods to explore an

‘The researchers used a technique
called saturation genome editing to
xamine .88 variants, revealingthat

i i e
morbidity and mortality to drop and,
beyond, for everyone to have healthier

ves.
(The authors work a Karkinos

3,094 could disrupt th
and increase ovarian cancer ko ciold
and sgorstve nesstcancer ik
four-fold. They also di

1T Kanpur and the D D P Medical
College and Research Centre.

that partially impaired Pty el
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-Topic — BRCA Genes and Cancer Risk

BRCA Genes Cancer Risk Population Variance Genetic Testing
Targeted Therapies CRISPR Technology Spectrum of Risk

Overview of BRCA Genes

¥ BRCA Genes: The discovery of BRCA1 and BRCA2 in the 1990s marked
a significant advancement in understanding hereditary cancer syndromes,
particularly those affecting breast and ovarian tissues.

Cancer Risk Associated with BRCA Mutations

@ Cancer Risk: Mutations in these genes greatly increase the risk of
developing cancers such as breast and ovarian in women, and prostate and

male breast cancer in men. There are also elevated risks for other types of
cancer.



Population Variance in BRCA Mutations

¢» Population Variance: Approximately 1 in 400 people carry
BRCA mutations. This prevalence is higher among Ashkenazi
Jews, with a rate of 1 in 40, due to historical genetic bottlenecks
and founder effects.

Importance of Genetic Testing
2 Importance of Testing: Genetic testing for BRCA mutations is

crucial for early detection of cancer risk, enabling personalized
prevention strategies through surveillance and targeted therapies.




_Advances in Targeted Therapies

& Targeted Therapies: PARP inhibitors are emerging as effective
treatments for BRCA-related cancers, showing promising results in clinical
trials, especially when used with platinum-based chemotherapy.

Role of CRISPR Technology

# CRISPR Technology: The use of CRISPR technology has advanced the
study of BRCA genes, allowing for the creation of specific mutations to better
understand their role in cancer development and treatment responses.

Expanding Spectrum of Genetic Risk

~/ Spectrum of Risk: Recent studies have identified over 3,000 genetic
variations in the RAD51C gene, which can significantly increase the risk of
breast and ovarian cancer, underscoring the complexity of genetic risk

factors.



BRCAI1/BRCA2 Discovery

l

Increased Cancer Risk

l

Genetic Testing
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Personalized Prevention
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Research on Mutations
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Understanding Cancer Development
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between these nerve cels and looked at
the types of chemicalssecreted by the.
neurons.

The work was conducted by a large
international collaboration of scientists
known as the FlyWire Consortium.




_Topic—Connectome

Overview of Connectome

Definition: Mapping of neural connections in the brain «:
Significance: Understanding brain functions and behaviors
Applications: Neuroscience, Al, cognitive science

Recent Advances

Fruit Fly Connectome
Entire fruit fly brain mapped in detail #<
Insights into neural wiring
Potential implications for human brain mapping




~ Key Concepts

Connectomics: The study of connectomes and their functions
Neural Networks: How neurons connect and communicate
Effectome: Understanding behavioral outcomes from neural wiring

Future Directions

Human Connectome Project: Mapping the human brain's connectome
Al and Connectomes: Using connectome data to enhance Al models

Medical Applications: Insights into brain disorders and treatments




A re-balancing of India’s great power relations

rime Minister’s Narendra Modi’s

participation in the sixth Quad

Leaders’ Summit in Wilmington,

Delaware, U.S. on September 21, 2024
has raised further hopes of consolidating security
cooperation among the “four leading maritime
democracies in the Indo-Pacific”. Nevertheless, it
was India’s National Security Adviser (NSA) Ajit
Doval’s trip to Russia in early September for the
BRICS (Brazil, Russia, India, China, South Africa)
NSA meeting, which included a high-profile
personal meeting with Russian President
Vladimir Putin, that needs greater analysis. Mr.
Doval also held one-on-one parleys with the
Chinese Foreign Minister Wang Yi, which was
equally significant since India is leaving no stone
unturned to resolve the four-year-old military
standoff with China at the Line of Actual Control
(LAC).

India is currently busy bargaining with China,
and protecting its interests while trying to keep
the U.S. engaged in maintaining a rules-based
order in the Indo-Pacific. The fundamental idea
behind the Quad (Australia, Japan, India and the
U.S.) is the creation of a strategic consortium of
principles, interests and purposes that would not
only strengthen each country individually but
would also be capable of jointly countering the
revisionist challenge to the existing global order.
‘This is where India’s relations with Russia
become significant since Moscow is a bitter
opponent of the Quad.

Role of peace maker

It is not easy for India’s security managers and
diplomats to make this complex game work in
New Delhi’s interest. However, Mr. Doval has a
reputation for being imaginative, nimble and
persuasive. The Doval-Putin meet, where Mr.
Doval conveyed Mr Modi’s Ukraine peace plan,
may be interpreted as India’s attempt to cross the
psychological Rubicon in great power diplomacy.

There is little doubt about India’s willingness,
as an aspiring global power, to shoulder the
responsibility in peace making which may
include the meaningful role of a dialogue
facilitator or an interlocutor, if not mediator. The
Doval-Putin meet was after Mr. Modi’s first-ever
visit to Ukraine in August, and to Moscow in July.
In particular, the Russia visit had drawn scathing
criticism from Ukraine. But despite its criticism of
Indian policies, Ukraine, on many occasions, has
asked New India to help resolve the conflict.

Mr. Doval subsequently met French President
Emmanuel Macron in Paris, on the sidelines of
annual India-France Strategic Dialogue, to
apprise him of India’s mediatory efforts. Many
factors have prompted India to insert itself into
global peace-making initiatives, and India’s Russia
dilemma is the most important of them. While
India’s strategic relationship with the U.S. is
relatively new, India-Russia relations have
endured for over six decades, and New Delhi has

Vinay Kaura

Assistant Professor,
Department of
International Affairs
and Security Studies,
Sardar Patel
University of Police,
Security and Criminal
Justice, Rajasthan,
and Non-Resident
Scholar, Middle East
Institute,
Washington DC

By attempting
to play a
meaningful role
in resolving the
Ukraine
conflict, India
can hope to
reset the terms
of its
engagement
with both the
West and
Russia

no appetite to ish the military

that come with this relationship. But since the
war in Ukraine has triggered Russia’s total break
with the West, Moscow’s pivot toward China has
become even more pronounced. Functioning
more or less as the junior partner of China,
Russia has been struggling to preserve its
partnership with India since its leverage with
China has steadily shrunk due to fierce military
resistance by Ukraine.

From an Indian perspective, this needs
correction because the Russia-China
economic-military ties are getting too close to be
ignored by New Delhi.

The West may have reconciled itself to India’s
purchase of Russian oil at discounted rates as well
as New Delhi’s silence on Russian aggression in
Ukraine. Nevertheless, India’s demonstration of
independent foreign policy comes with a
normative cost. The West has come to view India
as being blatantly indifferent on issues which are
so consequential for the remaking of the global
order after the Ukraine conflict shattered the
remnants of the post-Cold War landscape. By
attempting to play a meaningful role in resolving
an intractable conflict of epic global proportions,
India can hope to reset the terms of its
engagement with the West and Russia. Even
though some voices would treat it as an attempt
to please Washington, others would sound
equally compelling in arguing that India is merely
emphasising its strategic autonomy while
buttressing its position as ‘Vishwa Bandhu’, or a
friend to the world.

Russia’s China embrace

‘What has been the hallmark of India’s foreign
policy under Mr. Modi’s leadership during the last
one decade is a friendly, cooperative and
sometimes transactional relationship with the
U.S., and a non-adversarial, non-ideological and
dispassionate relationship with Russia. However,
Russia’s foreign policy under Mr. Putin has been
primarily driven by two key objectives: a
deepening Moscow-Beijing nexus and the
promotion of a multi-polar world order which
would counter the hegemonic dominance of the
western bloc led by the U.S. Mr. Putin’s
anti-western strategy includes both China and
India as close allies. But India is unwilling to
oblige as its strategic priorities do not fully align
with those of Russia or China.

Russia’s apparent unwillingness to diminish its
partnership with India should have been
predicated on the preservation of a reasonable
balance of power between India and China and
the avoidance of any major conflict between
them. But the Russians have failed to give the
same degree of concentrated attention to India
which they have given to China. The reason is not
far to seek. If Moscow’s pursuit of closer ties with
Beijing has been driven by a shared geopolitical
contest with Washington, Russia’s ties with India
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have lacked a similar motivation. - —

Consequently, New Delhi is increasingly
finding Moscow’s usefulness largely exhausted
due to Russia’s deepening China connection.
China has not only been engineering many of
India’s security difficulties on their Himalayan
borders but is also trying to profit from them. The
most damaging has been the active support to
Pakistan in elevating terrorism as a legitimate tool
of statecraft. In the Indian world view, Russia’s
prioritisation of China in its foreign policy has
lent Russian diplomacy an exasperating
character.

Russia’s break in its relations with the U.S. has
pushed Moscow into a tighter embrace with
Beijing, at a moment when relations between
India and China are yet to be normalised.
Moreover, Russia’s ambitions of posing a serious
challenge to American primacy by asserting a
leadership role in the Shanghai Cooperation
Organisation and BRICS also remain unfulfilled.
‘With the Ukraine war, Russia’s task of managing
its relationship with India has become
considerably more complicated. And that is what
makes India concerned about it, leading to
rebalancing of India’s great power relations.

From past to present

This bold rebalancing does not necessarily
require anything as far reaching as a full-fledged
India-U.S. alliance. It requires our collective
ability to turn increasingly away from the
nostalgic images of Russia protecting India from
the machinations of the Pakistan-U.S.-China
nexus in the Bangladesh war. There is much
scepticism about the merits of India’s peace
efforts when the war between Russia and Ukraine
is showing no signs of de-escalation. The
argument is that New Delhi does not really have
the leverage to push either side to the negotiating
table. Nor has the Indian leadership been
accustomed to incur the displeasure of both
parties in mediation efforts. But that should not
be the justification for not trying to play the game
of mediation. Symbolically as well as practically,
Mr. Doval’s publicly advertised and deft
diplomatic interactions with Mr. Putin and Mr.
Macron herald a new foreign policy dynamic in
which conflict resolution efforts are viewed as a
vital component of India’s strategic autonomy.

In the end, the U.S.’s desire of seeing a ruined
Russia is something India is not able to accept. It
is also imperative for New Delhi to preserve the
gains of the last two decades by fortifying its
strategic partnership with the U.S. While the U.S.
is undoubtedly the key player in the Quad, India
too understands its underlying agenda, and
accepts its fundamental features. New Delhi is
aware of the structural impediments that stand in
the path of any far-reaching development of
India-China relations, and has no emotional
commitment to their early improvement at
strategically prohibitive cost.




~Topic— India's Participation in the Quad Leaders’
Summit and Its Diplomatic Implications

Overview of the Quad Leaders' Summit

Date & Location: September 21, 2024, Wilmington, Delaware, U.S.
Key Participants:
Prime Minister Narendra Modi (India)
President Joe Biden (U.S.)
Prime Ministers of Japan and Australia
Objective:
Strengthen security cooperation among four leading maritime
democracies in the Indo-Pacific.




Ajit Doval's Diplomacy

Significant Meeting:
Doval's trip to Russia for BRICS NSA meeting.
Personal meeting with President Vladimir Putin.
Talks with Chinese Foreign Minister Wang Yi.
Purpose:
Address military standoff with China at the Line of Actual Control
(LAC).
Maintain India's strategic interests amid U.S. engagement.




Quad's Strategic Goals

Creation of a Consortium:
Counter revisionist challenges to global order.
Enhance collective security and diplomatic ties.
Significance of Russia:
Russia's opposition to the Quad.
Need to balance relations with Russia while engaging with U.S.

India's Role as a Peace Maker

Doval's Reputation:

Known for imaginative and persuasive diplomacy.
Peace Initiatives:

Conveying India's Ukraine peace plan to Putin.

Engaging in dialogue with global leaders (e.g., Emmanuel Macron).
Strategic Autonomy:

India positioning itself as a mediator in global conflicts.



Challenges and Considerations

Russia-China Ties:
Deepening economic and military cooperation.
Implications for India's security and foreign policy.
Western Perception:
India viewed as indifferent to global issues post-Ukraine conflict.
Need to reset engagement terms with both the U.S. and Russia.

Historical Context

India-Russia Relations:
Long-standing military and strategic partnership.
Rebalancing:
Shift away from nostalgia of past alliances.
Need for pragmatic diplomacy in current geopolitical landscape.



Conclusion

Implications for the Future:
The Quad summit could redefine India’s diplomatic stance.
Potential to enhance India’s role as a global peace facilitator
while navigating complex relationships with Russia and China.




On the need for a different
framework for passive MFs

Why has SEBI relaxed requirements for asset management companies with respect to passive mutual funds?

Saptaparno Ghosh

The story so far:
he Securities and Exchange
Board of India (SEBI) on
September 30, introduced the
liberalised Mutual Funds Lite
(MF Lite) framework for passively
managed schemes. The framework
intends to promote the entry of new
players into the MF ecosystem, present
diversified investment opportunities for
retail investors through less risky schemes
and enhance market liquidity.

Why a separate framework?

Passively managed mutual fund schemes
are generally considered less risky
compared to their actively managed
peers. They usually track a benchmark
index, say BSE Sensex or Nifty50, and try
to mimic their performance. In other
words, these funds try and deliver returns
in tandem with the benchmark they are
following. Since the underlying
constituents of the benchmark indices are

publicly available, passively managed
schemes can be easily tracked and
therefore, the associated risks are lower in
comparison to their active peers.

SEBI observed that passive funds’
investment strategy imbibes on
mimicking instruments already bearing
established rules. Asset management
companies (AMCs) of the fund, thus have
“negligible discretion” about asset
allocation and the investment objective.
Thus, the regulator held that the current
framework, intended primarily for active
mutual fund operators, may not be
relevant for passively managed schemes.
Thus, opting to introduce the “relaxed
framework”. The light touch regulations
would include relaxed requirements
relating to eligibility criteria for sponsors
(the ones who set up and register the
mutual fund) including net worth, track
record and profitability etc.

How does it help new players’ entry?
This would be encouraged by two
measures — governance structures (and

responsibilities) and requirements for net
worth holdings. Net worth is the
difference between the assets and
liabilities of the fund. The framework
deems a minimum net worth of 35 crore
to be appropriate for AMCs operating a
passive fund. Emphasising on the need
for liquid money, the regulator observed
that the fund may require to deploy the
entire amount of the net worth in liquid
assets on a perpetual basis. Thus, a lower
minimum requirement could provide the
“desired head start for a cost effective and
competitive passive MF industry”.
According to stockbroking firm AngelOne,
the framework would likely attract both
existing and new market players.

Further, with respect to governance,
SEBI explored that in management of
passive funds, the oversight role of
trustees (tasked with protecting the
investors’ interest) also gets considerably
reduced. Thus, a case for relaxation.
However, it stipulated that the role of
trustees in averting conflict of interest and
overseeing related party transactions,

undue influence of sponsors, misconduct
including market abuse and misuse of
information including front running
would still be relevant along with AMCs.
Important to note here however, that
certain oversight measures relating to
daily operations would now be entirely
with the board of the AMC, the paper
held. For example, ensuring fairness in
fees and expenses charged and more
importantly, maintaining the tracking
error and difference within the regulatory
limit.

What about risks and disclosures?
The success of a passively managed
scheme is subject to two factors, namely,
TER (refers to the costs associated with
running and managing a scheme) and
tracking error. Thus, the latest framework
moves away from metrics such as strategy
and investment avenues, among other
things. These would not form part of the
scheme information document (SID) that
contains all the relevant information for a
prospective retail investor. SEBI however
sought that the prospective investor be
informed about the name of the
underlying benchmark, among other
things, in the SID. SEBI’s consultation
paper had also concentrated focus on
costs for compliance considering the
lowered risks.

It provided that the responsibilities of
the risk management committee(s), being
limited in the paradigm, could be instead
additionally carried out by the audit
committee of the AMC.

—
p
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Passively managed mutual
fund schemes are generally
considered less risky compared
to their actively managed
peers. They usually track a
benchmark index, say BSE
Sensex or Nifty50, and try to
mimic their performance.

v

The framework deems a
minimum net worth of 335
crore to be appropriate for
AMCs operating a passive fund.

v

The success of a passively
managed scheme is subject to
two factors, namely, TER
(refers to the costs associated
with running and managing a
scheme) and tracking error.



Topic—Introduction of MF Lite

SEBI MF' Lite passive funds AMCs market liquidity
Overview of MF Lite Framework

Launch Date: SEBI introduced the Mutual Funds Lite (MF Lite) framework
on September 30 to boost passively managed schemes.

Key Features

“\_ Lower Risk: These funds are considered less risky as they track
benchmark indices like BSE Sensex or Nifty50, mimicking their performance.
it Relaxed Eligibility: The framework reduces eligibility criteria for Asset
Management Companies (AMCs), requiring a minimum net worth of ¥35 crore
for operating passive funds.

©, Governance Changes: The oversight role of trustees is minimized, with
AMCs assuming more responsibility for daily operations, while still managing_
conflicts of interest.



il Focus on Costs and Tracking: Emphasizes Total Expense

Ratio (TER) and tracking error as key success factors for passive
schemes, moving away from traditional metrics.

Disclosure Requirements: SEBI mandates that the scheme
information document (SID) must include the name of the
underlying benchmark and other relevant details for investors.

BB Market Attraction: The relaxed framework is expected to
attract both existing and new players into the passive mutual fund
industry, enhancing market liquidity.




— Summary

SEBI's new MF Lite framework aims to facilitate the entry of new
players into the passive mutual fund sector by introducing relaxed
regulations and focusing on lower risks and costs.

’ SEBI Launches MF Lite ‘

Promotes Passively Managed Schemes L\

’ Lower Risk | ’ Relaxed Eligibility for AMCs | | Governance Chonges ‘ Focus on Costs and Tracking l ’ Disclosure Reqmrements I Market Attrcctlon




About Active vs Passive Mutual Fund
Overview

Active Funds: Managed by professionals, aim to outperform market indices.

Passive Funds: Track a market index, designed for long-term investment.
Key Comparisons

Performance:

Active funds might outperform in volatile markets

Passive funds offer consistent returns over time /.
Fees:

Active funds typically have higher fees & .

Passive funds generally have lower expense ratios
Management Style:

Active: Hands-on approach with research and analysis 4.

Passive: Automated tracking of indices __

.




Market Trends

Growth of Passive Investing:
Increasing popularity due to lower costs and ease of use j|.
Performance of Active Funds:
Recent challenges in outperforming passive funds in various market
conditions __

Investor Considerations

Risk Tolerance:
Active funds may suit risk-tolerant investors seeking higher returns 1]
Passive funds may suit conservative investors seeking stability ;.
Investment Goals:
Active for short-term objectives; Passive for long-term growth i .




World's water
cycle getting
unpredictable,
says UN study

Agence France-Presse
GENEVA

Increasingly intense floods
and droughts are a “dis-
tress signal” of what is to
come as climate change
makes the planet’s water
cycle ever more unpredic-
table, the United Nations
said on Monday.

Last year, the world’s
rivers were their driest for
more than 30 years, gla-
ciers suffered their largest
loss of mass in halfa centu-
ry, and there were also a
“significant” number of
floods, the UN’s World Me-
teorological Organisation
(WMO) said in a report.

“Water is the canary in
the coalmine of climate
change,” WMO Secretary-
General Celeste Saulo said
in a statement accompany-
ing the State of Global Wa-
ter Resources Report.

“We receive distress sig-
nals in the form of increas-
ingly extreme rainfall,
floods and droughts which
wreak a heavy toll on lives,
ecosystems and econo-
mies,” she said.

Ms. Saulo said the heat-
ing up of earth’s atmosph-
ere had made the water cy-
cle “more erratic and
unpredictable, and we are
facing growing problems of
either too much or too lit-
tle water”. High tempera-
tures and widespread dry
conditions produced pro-
longed droughts. “A warm-
er atmosphere holds more
moisture, which is condu-
cive to heavy rainfall. More
rapid evaporation worsen
drought conditions,” Ms.
Saulo said.

Currently, 3.6 billion pe-
ople have insufficient ac-
cess to fresh water at least
once a month per year, ac-
cording to the UN. This is
forecast to rise to five bil-
lion by 2050.

SAURABH PANDEY




Topic— Climate Change: Distress Signals of Water Cycle

Overview of Water Cycle Distress Signals

Increasingly intense floods and droughts &
Climate change making water cycle unpredictable [=]
Heavy toll on lives, ecosystems, and economies €9

"Water is the canary in the coalmine of climate change." - Celeste Saulo
Key Findings
Driest rivers in over 30 years {»
Largest glacier mass loss in half a century

Currently, 3.6 billion people lack sufficient access to fresh water, projected to
rise to 5 billion by 2050.




Impacts of Climate Change

Floods &

Extreme rainfall events increased
Damage to infrastructure and ecosystems

Droughts

Prolonged dry conditions
Increased evaporation rates




Water Cycle Changes | -]

Erratic and unpredictable patterns
More moisture held in warmer atmosphere
Future Projections

Growing problems of too much or too little water
Increased risk of water-related disasters
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